








Altepose. 


keeps your patient co-operative on a diet 


MAJOR ADVANTAGES: 1. Overcomes excess craving for food. 2. Reduces 
tissue water retention. 3. Alleviates nervousness and irritability. 








Prompt results from ALTEPOSE therapy will en- Each ALTEPOSE Tablet contains 50 mg. ‘Propa- 
courage your patient to remain on the diet you pre- drine’ HCl, 40 mg. thyroid and 25 mg. ‘Delvinal’ 
scribe. ALTEPOSE works in three effective ways to vinbarbital. Supplied in bottles of 100 and 1000. 


help your patient reduce. 

The Propadrine® content controls the appetite, 
yet causes less central nervous stimulation than 
amphetamine. Delvinal® lessens, the irritability so 
often associated with stringent diets. Thyroid brings 
about weight loss early in the dietary period, Philadelphia 1, Pa. 
through release of tissue-bound water. DIVISION OF MERCK & CO., INc. 
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FLORAQUIN® VAGINITIS REGIMEN 
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New Intravaginal Applicator for 
Improved Treatment of Vaginitis 


The restorative treatment of vaginitis with Floraquin is now further improved by 
a new aid to tablet insertion. Faulty insertion is no longer a failure factor in therapy. 


The new Floraquin applicator is designed for 
simplified insertion of Floraquin tablets by the 
patient. This plunger device, made of smooth 
unbreakable plastic, places the Floraquin tab- 
lets in the fornices and thus assures coating of 
the entire vaginal mucosa as the tablets disin- 
tegrate. The patient inserts two Floraquin tab- 
lets with the applicator in the morning and 
also two tablets at night, with treatment be- 
ing continued through at least two menstrual 
periods. During menstruation it is desirable to 
increase medication to eight tablets daily to 
combat the alkalinity of the menstrual flow. 

Treatment with Floraquin tablets may be 
supplemented with insufflation of Floraquin 
powder by the physician. Frequency of in- 
sufflation is determined by the physician, but 
is of particular importance immediately fol- 


lowing the patient’s first menstrual period. 

Warm acid douches (2 ounces of 5 per cent 
acetic acid or white vinegar to 2 quarts of 
warm water) may be taken as often as de- 
sired for hygienic purposes. 

Floraquin contains Diodoquin® (diiodo- 
hydroxyquinoline, U.S.P.),the safe and effec- 
tive protozoacide and fungicide. Lactose, an- 
hydrous dextrose and boric acid are included 
to help restore the normal acid pH of the 
vaginal secretions. Such an acid vaginal 
medium then encourages the growth of nor- 
mal flora and makes the environment unfa- 
vorable for pathogens. 

A Floraquin applicator is supplied with 
each box of 50 (a new package size) Flora- 
quin tablets. G. D. Searle & Co., Research in 
the Service of Medicine. 
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—true broad-spectrum activity 
—rapid diffusion and penetration 
—prompt control of infection 
—negligible side effects 


—effective against Gram-positive and 
Gram-negative bacteria, rickettsia, spirochetes, 
certain viruses and protozoa 


—produced under rigid quality control in Lederle’s 
own laboratories 
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DOSAGE FORMS FOR EVERY NEED...A CHOICE OF POTENCIES! 


ACHROMYCIN ot 


ACHROMYCIN WITH STRESS FORMULA VITAMINS 


led sealed capsules —a Lederle exclusive! 
No oil, no paste, tamper-proof. More rapidly and completely 
absorbed. Stress vitamin formula as suggested by the National 
Research Council. Prescribe AcHRomycIN SF for prompt control 
of infection and rapid patient recovery, particularly in pro- 


longed illness. Capsules of 250 mg. 


Also available: Acuromyctn SF Oral Suspension: 125 mg. per 


teaspoonful (5 ce.), 2 oz. bottle. 


LEDERLE LABORATORIES DIVISION amenicay Cyanamid company Pearl River, New York 


@REG. U. S. PAT. OFF, 





in peripheral 


vascular disease 








‘Paveril Phosphate’ 


(DIOXYLINE PHOSPHATE, LILLY) 


... relaxes vasospasm 


When occlusion initiates a reflex spasm in the neighboring 
vessels, ‘Paveril Phosphate,’ by direct action on smooth 
muscle, relieves vasospasm and induces local vasodilation. 
Blood flow is increased, and collateral circulation is en- 
' couraged. This permits more rapid rehabilitation of the limb. 


"2 
Litty SUPPLIED AS: Tablets of 1 1/2 and 3 grains. 
DOSE: 3 grains three or four times daily, up to 30 grains in twenty- 
QUALITY / RESEARCH / INTEGRITY four hours. 





ELI LILLY AND COMPANY -INDIANAPOLIS 6, INDIANA, U.S.A. 
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| life insurance companies approve 
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CLINITEST’ 


for rapid, reliable urine-sugar testing 













reliability and standardization recognized by ' 
9 out of 10 leading insurance companies 
convenience and time-saving appreciated by 
thousands of examining physicians 


K Recent survey of 437 insurance companies 





AMES DIAGNOSTICS 


Adjuncts in Clinical Management 


Ames Company of Canada, Ltd., Toronto 


| AMES COMPANY, INC+ ELKHART, INDIANA 
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patently practical 


DORBANE°® 


1, 8-DIHYDROXYANTHRAQUINONE 


ers Je { 
@ m peristaltic stimulant 
| \" selective, persuasive, crystalline-pure 


DORBANE acts specifically on the colon...increases tonus 

and peristalsis without affecting motility of the small intes- 

ee tine. Its gentle action induces regular, smooth evacuations 
“which promote re-establishment of normal bowel function. 


- DORBANE is nontoxic, nonhabituating... does not require 
increased dosage with continued use. It is safe and effec- 
tive for children, adults and geriatric patients.* 


DORBANE is equally effective in occasional and chronic 
constipation. Particularly valuable in pregnancy, it is also 





extremely useful in constipation resulting from blocking 
agent therapy (as hexamethonium) used in hypertension 
and “...can replace other agents... in postoperative ano- 
rectal cases.""* 


impractical patent ove Dosage: | or 2 tablets before retiring; for children, in pro- 


portion. Available: 75 mg. tablets, bottles of 100. 
No sluggard he, this latter-day Mercury 


swirls and swoops with the greatest of ease. 

The fair damozels seem much taken aback, 

as will he when he tackles a hill from the bottom! 
Patented 1870. 


*',..Clinical trials on a variety of patients re-emphasize the 
proven safety and efficacy of this laxative compound.’* 


NEW! DoRBANE SUSPENSION-orange-flavored 
liquid, delicious as is, completely disguised in orange 
juice, 37.5 mg. per teaspoonful. 


“Marks, M. M.: Am. J. Digest. Dis. 20:240, 1953. 


schenfabs SCHENLEY LABORATORIES, INC., NEW YORK 1, NEW YORK 


t9358 DORBANE IS SCHENLEY’S REGISTERED TRADEMARK FOR A LAXATIVE. 





August 1955 








New, Well Tolerated Medium 
for Excretory Urography 


947% 


DIAGNOSTIC FILMS 


in a series of 1123 patients 








HV paque in. 


90% solution 





Write for detailed literature or consult your local 
Winthrop-Stearns’ representative. 


b : 
Ylaithiigt Starwie ne 
' New Yorx 18, N.Y. Winosor, Own. 


Hypaque sodium, brand of diatrizoate sodium (sodium 3,5-diacetamido-2,44-triiedobenzoate) 
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specifically 
designed 
for infants and children 


the new standard 


for nasal decongestion 


providing nasal patency 
in minutes for hours 


ria 
\ H 
brand of tetrahydrozoline hydrochloride 


PEDIATRIC Nasal Drops 





almost immediate relief lasting 4 to 6 hours 
after a single dose 


odorless and tasteless 


no sting, burn, irritation, or other local 
reactions 


no rebound congestion 
especially useful during the allergy season 
systemic effects rare in recommended dosage 


calibrated dropper for precise dosage 





DOSAGE: 1-2 drops in infants under two years, and 2-3 drops in children 
two to six years. 


SUPPLIED: in 1/2-o0z. bottles containing Tyzine, 0.05%. Also available as Nasal 
Spray in plastic bottles containing 15 cc., 0.1%, and Nasal Solution in 1-oz. 
dropper bottles, 0.1%. 


PFIZER LABORATORIES Division, Chas. Pfizer & Co., Inc. Brooklyn 6, New York 
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in rheumatoid arthritis 


now available... the second new Schering corticosteroid 


METICORTelone 


PREDNISOLONE (metacortandralone) 


“possesses an augmented therapeutic ratio” | 
over cortisone and hydrocortisone DSlering 


— in brand of F-qeatelericne (metacortandralone). hws 
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NEW (5th) EDITION! 


Cantarow & Trumper’s 
Clinical Biochemistry 


Here is up-to-date information to help you understand what the laboratory 
report means in terms of bedside medicine. This is not a book of biochemical 
tests—but one of interpretations. In the drastic revision for this New (5th) 
Edition, new material was added on such topics as: liver function, kidney 
function, porphyrin metabolism, acid base balance, plasma protein <bnormal- 
ities, biological significance of nucleic acids, fatty liver, etc. 

By ABRAHAM CANTAROW, M.D., Professor of Biochemistry, Jefferson Medical College; formerly Associate Professor 
of Medicine, Jefferson Medical College and Assistant Physician, The Jefferson Hospital; and MAX TRUMPER, Ph.D., 


formerly Lecturer in Clinical Biochemistry and Basic Science Coordinator, Naval Medical School, National Naval Medical 


Center, Bethesda, Maryland. 738 pages, 6” x 9”, illustrated. $9.00. New (Sth) Edition 


NEW (11th) EDITION! 


Greenhill’s Obstetrics 


Nowhere else can you find such detailed and usable information on the 
mechanics of labor and on technics of delivery. Dr. Greenhill has rewritten 
practically every page to bring this great work up-to-the-minute. New chapters 
have been added on Roentgenology in Obstetrics, Analgesia and Anesthesia, 
Fetal Erythroblastosis and the Rh Factor, Induction of Labor, and Prolonged 
Labor. 


By J. P. GREENHILL, M.D., Senior Attending Obstetrician and Gynecologist, The Michael Reese Hospital; Obstetrician 
and Gynecologist, Associate Staff, The Chicago Lying-in Hospital; Attending Gynecologist, The Cook County Hospital; 
Professor of Gynecology, Cook County Graduate School of Medicine. 1088 pages, 7” x 10”, with 1170 illustrations on 


910 figures, 144 in color. $14.00. New (11th) Edition. 


NEW (7th) EDITION! 


Boyd’s Pathology for the Surgeon 


For its New (7th) Edition, this highly-regarded work has been rewritten and 
revised until it is virtually a new book. Text and illustrations unfold a vivid 
picture of disease. Dr. Boyd has added 5 new chapters; has intertwined the 
concept of pathologic physiology into all discussions; and has placed strong 
emphasis on “the relation of symptoms to lesions.” 


By WILLIAM BOYD, M.D., Edin., Dipl. Psychiat. Edin., F.R.C.S. Canada, F.R.C.P. Lond., M.R.C.P. Edin., 
F.R.S. Canada, LL.D. Sask., D.Sc. Man., M.D. Oslo, Lecturer on the Humanities in Medicine, The University of 
Toronto; Visiting Professor of Pathology, The University of Alabama; formerly Professor of Pathology, The University 
of Manitoba, The University of Toronto and The University of British Columbia. 737 pages, 7” x 10°, with 547 


illustrations including 10 in color. $12.50. New (7th) Edition. 


Use the convenient SAUNDERS order form on next page ———> 
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A UNIQUE NEW BOOK! 





Harvey and Bordley’s 


Differential Diagnosis 


A new, fascinating and highly informative book for internists, general prac- 
titioners—and any doctor seeking help on involved diagnostic problems. 


The authors show you how clinical evidence is interpreted at Johns Hopkins’ 
clinical-pathological conferences. They bring you the detailed analysis of 
90 cases in internal medicine. You'll find that their efficient diagnostic technics 
can be applied to your practice in a richly rewarding manner. 

The introductory material considers methods and principles of diagnosis. It 
tells you how to line up all the facts, then proceed with an unprejudiced 
analysis of them, and end up with a logical conclusion. 


The next chapters take up important signs or symptoms which may be caused 
by several different diseases—Fever of Obscure Origin, Pain in the Chest, 
Aortic Insufficiency, Jaundice, ete. Each of these chapters begins with a brief 
discussion of the diagnostic implications of the subject. This is followed by a 
series of illustrative cases. In each, discussion is included on: the physical 
examination, course in the hospital, laboratory data, and anatomical diagnosis. 
The discussion of differential diagnosis which follows the case histories is 
exactly the same as the one offered at the Johns Hopkins’ clinical-pathological 
conferences, before the correct diagnosis was revealed by the pathologist. 
The final chapter presents 11 unknown cases for your own analysis. You can 
check your conclusions against the actual anatomical findings determined 
by autopsy. 

By A. McGEHEE HARVEY, M.D., Professor of Medicine and Head of the Department of Internal Medicine, The 
Johns Hopkins University School of Medicine; Physician-in-Chief, The Johns Hopkins Hospital; and JAMES BORDLEY, 


Ill, M.D., Director, Mary Imogene Bassett Hospital, Cooperstown, N. Y.; Clinical Professor of Medicine, Columbia 
University; Clinical Professor of Medicine, Albany Medical College. 665 pages, 644” x 9%”. $11.09. New! 


PGM sax tl 
W.B. SAUNDERS COMPANY, West Washington Square, Philadelphia 5 


Please send and charge my account: C] Easy Payment Plan ($3.00 per month) 


(] Cantarow and Trumper’s Clinical Biochemistry _._.....__.--._------------_- 9.00 
[a Se MIO of iota a cbict ls aa weteknetubnbee cea ed nana 14.00 


| 
i | 
() Harvey and Bordley’s Differential Diagnosis _.._....._.._.__.--__.-----_--_---- $11.00 | 
| 
| 
J) HR e One OE NO TINO ics reise eed bese mecnnneel 12.50 | 
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and 


allied disorders... 


nonhormonal anti-arthritic 


in arthritis 





BUTAZOLIDIN 


(brand of phenylbutazone) 


relieves pain + improves function + resolves inflammation 


Employing the serum protein-polysaccharide ratio (PR) as an objective 
criterion of rheumatoid activity, it has again been shown that 
BUTAZOLIDIN “...produces more than a simple analgesic effect in 
rheumatoid arthritis." 


Clinically, the potency of BUTAZOLIDIN is reflected in the finding that 
57.6 per cent of patients with rheumatoid arthritis respond to the extent 
of “remission” or “major improvement.” 


Long-term study has now shown that the failure rate with BUTAZOLIDIN 
in rheumatoid arthritis, and particularly in rheumatoid spondylitis, is 
significantly lower than with hormonal therapy.’ 

(1) Payne, R. W.; Shetlar, M. R.; Farr, C. H.; Hellbaum, A. A., and Ishmael, W. K.: J. Lab. & 


Clin. Med. 45:331, 1955. (2) Bunim, J. J.; Williams, R. R., and Black, R. L.: J. Chron. Dis. 
1:168, 1955. (3) Holbrook, W. P.: M. Clin. North America 39:405, 1955. 


Butazouipin® (brand of phenylbutazone). Red coated tablets of 100 mg. 


BuTAZOLIDIN being a potent therapeutic agent, physicians unfamiliar with its use are urged 
to send for literature before instituting therapy. 


GEIGY PHARMACEUTICALS Division of Geigy Chemical Corporation 
220 Church Street, New York 13, N. Y. 
51155 In Canada: Geigy Pharmaceuticals, Montreal 













POSTGRADUATE MEDICINE 





BN 



















YOu Cau roloy your patient and enjoy peace of mind 


yourself when you prescribe Noludar ‘'Roche' 
as a sedative (or in larger dosage, as a hypnotic). 
There is little danger of habituation or other 

side effects, because Noludar 

is not a barbiturate. Available in 
50-mg and 200-mg tablets, and in liquid 


form, 50 mg per teaspoonful. 












Seep bring cleep to a few ... but relaxation 


brings sleep to almost everyone. Noludar relaxes your 
patient and usually induces sleep within one half 

to one hour, lasting 6 to 7 hours. Clinical studies on 
more than 3,000 patients have demonstrated the usefulness 
of Noludar for the relief of nervous insomnia and 
daytime tension. Noludar 'Roche' is not a barbiturate. 
Noludar’”-- brand of methyprylon 

(3, 3-diethyl-5-methyl-2,4-piperidinedione) 


Hoffmann - La Roche Inc + Nutley - No. 
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“"PReause thorn Gan be. no jottkon... 





Only the finest is fine enough! 


THE CINE-KODAK SPECIAL Il CAMERA (16MM)... 


... the ultimate in 16mm motion-picture cameras. 
Compact, easy to operate and carry. Versatile, dependable. 
LENS: Comes with choice of 25mm //1.9 or //1.4 
Kodak Cine Ektars, Kodak’s finest . .. IMPROVED 
2-LENS TURRET: Accepts any combination of Kodak 
wide-angle or telephoto Ektars; one to other with 
minimum interruption ... DUAL FINDER SYSTEM: 
Reflex Finder for exact framing and focusing through 
| lens; Eye-level Finder for following action . .. 
SPECIAL IN-BUILT CONTROLS for special effects and 
added flexibility ... COMPLETE SYSTEM OF 
OPERATING SAFEGUARDS... SPRING MOTOR- 
DRIVE. Adapts to electric-motor drive. 
' Price, from $1090. See the Cine-Kodak 
Prices include Federal Tax where applicable Special II at your Kodak dealer’s . . . 
and are subject to change without notice. or write for free booklet V1-3. 


EASTMAN KODAK COMPANY, Medical Division, Rochester 4, N. Y. 
Serving medical progress through Photography and Radiography. 
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Anyone who enjoys practicing medicine 
owes it to himself and his patients to specu- 
late in the stock market—tthis is guaranteed 
to prevent retirement and keep a man prac- 
ticing as long as his ears will part a stetho- 
scope. A good clinician has the same ability 
in playing the market that he has in practice; 
he recognizes pathslogy—but he buys it. The 
place to get “inside” information on a stock is 
from a proctologist in the doctors’ lounge in 
any hospital or over a cup of coffee from a 
rational psychiatrist who’s just been tipped 
off by a psychotic patient. 

The best stocks are those which the suede- 
shoe boys bring to your office. These are par- 
ticularly attractive if they aren’t traded on 
any exchange, and you can sell them your- 
self and keep the commission. Selling this 
type of stock is best done by going from door 
to door until you find the buyer you're look- 
ing for—an idiot with money (a rather rare 
and seldom lasting combination). This type 
of stock has replaced the “chain letter club” 
as > safe investment for physicians. 

Recently, a striking individual entered my 
office at a canter, his leather heels clicking 
like a well-shod horse on new pavement. Al- 
though his pin-striped suit played hell with 
my astigmatism, I agreed to give him 59 sec- 
onds (not even a minute) of my time to 
change my whole life; a rather quick “change 


of life,” so I figured he was a detail man with 
some free samples of a new hormone. But 
it turned out that he was doing me a favor; 
he offered me stock in the “Old Arsonist Fire 
Insurance Company.” This company couldn’t 
lose, he explained, since it had no capital. In 
order to avoid taxes, it would pay no divi- 
dends—and what could be more attractive 
than a company that doesn’t pay dividends. 
This stock should just be “put away” (as well 
as anyone who bought it) and saved for your 
children to go to college on—barbers’ college 
of course. Well, after 59 seconds, my chil- 
dren’s college expenses were taken care of, 
and I had a handful of stock and a fresh stub 
in my checkbook. I helped out quite a few of 
my friends by getting them in on the “ground 
floor.” This was a godsend to one older prac- 
titioner who had retired and was living off his 
government bonds—now he’s back practicing. 
It’s never any problem finding the right 
stock to buy—just pick one out that has gone 
from $5 to $100 in the last six months—and 
when it drops a dollar, load up. There’s noth- 
ing to worry about. You know there could 
never be another 1929; but, of course, there 
could be a 1955. Anyway, Congress has al- 
ready investigated the market, and it’s safe. 
If you aren’t frightened by a minimal risk, 
then choose a stock 
that’s traded “under 
the counter.” For in- 
vestment, you can’t 
beat uranium, and 
whenever an H-bomb 
creates an off-sched- 
ule sunrise, either you 
or your stock will go 
up. Some of the high- 
er-class uranium com- 
panies even have 
their own Geiger 
counters or know 
someone who does. 
Low overhead and happy personnel are es- 
sential to any company’s success, and the 
“Dry Hole Oil Company of Texas” (the area 
the U.S. is just north of) has these essentials, 
but no oil. They have only one salaried em- 
ployee, the organizer and president of the 
company. The firm doesn’t even have an of- 
fice—just a hotel room, and the president is 
so shy he always uses an alias and holds his 
(Continued on page A-20) 
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9 OUT OF 10 ANEMIC PATIENTS CAN BE TREATED WITH 


Hematinic 





Each PERIHEMIN Capsule contains every known hemopoietic factor: 
Vitamin B,. with Intrinsic Factor Concentrate...% U.S.P. Oral Unit; 
Vitamin B,, (additional). ..5 mcgm.; Ferrous Sulfate (Exsiccated)...192 mg.; 
Folic Acid...0.85 mg.; Ascorbic Acid (C)...50 mg.; 


Insoluble Liver Fraction...50 mg. 





Two forms: Capsules and JR Capsules for children. JR Capsules 





are approximately one-quarter the potency of this formula. 
Either form in bottles of 100 and 1,000. 


LEDERLE LABORATORIES DIVISION amenrcaw Cyanamid compavy PEARL RIVER, NEW YORK 
*REG. U.S. PAT. OFF. 
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hat over his face whenever he sees a camera. 
He keeps all the records in a two-dollar suit- 
case and doesn’t even employ a full-time 
secretary. There’s a different girl in his room 
every time we have a stockholders’ meeting— 
and I’ve never seen happier personnel. 

It is easy to make money speculating. You 
just buy a worthless stock and sell it for triple 
your cost—to some sucker! 

I used to think it took study, effort and 
knowledge to play the market—tthat’s wrong. 
It’s all luck. Here’s how I know. We had an 
old waiter who had one of the most com- 
plete comic-book libraries in the country. I 
used to help him find which character in the 
pictures went with the writing. He served us 
coffee in the doctors’ lounge, but he was so 
intent on his comic books that we found it 
easier to serve him and wait on ourselves 
than to attempt to interrupt his reading. 

Then he got to listening 
to us discuss the market 
which he thought was fun- 
nier than the comic books; 
he became so confused 
that he spent all his salary 
buying when we decided 
to sell and vice versa. Now 
he owns a chain of restau- 
rants and has a seat on the 
exchange—pure luck. 

Another trick is to hold 
on to a stock even if it’s 
going down; never take a 
loss and never sell until 
you get all your money 
back. Incidentally, it’s best to put a clause in 
your will to prevent your heirs “selling you 
out” just in case you don’t recover before the 
stock does. 

In these inflated times, a depression-proof 
stock is a must. Get something the public will 
have to have no matter what happens. Some 
would suggest a food chain, but that’s risky. 
The stock to buy is “Outside Plumbing.” I’ve 
heard plenty of people say they’d missed a 
meal, but I have never heard one say he’d 
missed—a chance to buy “Outside Plumbing.” 
This company also has a wholly owned sub- 
sidiary called “Dynamite Purge,” which is 
sure to move. 

There are plenty of professional sources of 
investment information which are just as easy 
to understand as a consultation note from a 


“Placebo” 





oa 


| Me ae = 


psychiatrist. For instance, I subscribe to a 
weekly post card service called “Ex-Dividend” 
which takes the gamble out of speculation. 
The service motto is, “If we can’t make you 
a bull in the market, we’ll make you a steer.” 
This penny post card I get for $10.00 a week. 
It includes “The shocking stock of the week,” 
a market opinion and suggestions for a three- 
horse parlay at Hialeah. The names of the 
horses I can figure out, but the market opin- 
ion isn’t so easy. Last week the opinion was: 
“This is the time for a plunge into optimistic 
pessimism. Things are looking better and 
somewhat worse, so now’s the time to buy 
heavily with caution. However, we still think 
the crash in 1929 was only a technical correc- 
tion.” The name of the stock to buy is written 
lightly under the stamp with a hard pencil to 
keep your neighbors from reading your mail. 
After 15 years the only name of a stock I’ve 
been able to read was 
“Fly Swatter Preferred.” I 
bought all that was avail- 
able which turned out to 
be 100 per cent of the 
stock—the week before 
DDT® hit the stores. 

To really figure the mar- 
ket, you must know which 
group of stocks to choose 
from and also have access 
to a charting service and 
some rational system of 
intuition to guess a chang- 
ing trend. Of course, if you 
can do long division or 
happen to have an “electric brain” in your 
examining room, you can skip all these serv- 
ices and do it yourself. 

Not many doctors understand short sales 
and those who do usually clerk in a dry goods 
store on Saturday to supplement their tax 
deductions. Actually, selling short is just tak- 
ing a side bet the market will go down—this 
makes you a bear; and if the market goes up, 
you'll be as bare as all hell. But your wife 
can always start doing private duty again. As 
long as you don’t clutter up your mind with 
facts, you can buy a stock and sell it to some- 
one who is real ignorant about the market. 

To be totally safe you could invest in real 
estate, but that’s another subject; and there’s 
no sport in taking a cinch or shooting a sit- 
ting decoy. 
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iit DORIDEN-. totally new nonbarbiturate hypnotic and sedative—is effective as a quieting 


agent is demonstrated by this pneumatic movement recorder (jiggle cage), which measures the activity of 


hboratory animals. Note the marked change in the activity of mice after the administration of DORIDEN. 
further evidence of the sedative and hypnotic effectiveness of DORIDEN is provided by numerous clinical 
dudies. DORIDEN acts in 15 to 30 minutes and affords 4 to 8 hours of sound refreshing sleep. Present clinical 
widence indicates it is not habit forming. Tablets (white, scored), 0.25 and0.5Gm. C I B A suMMIT,N.J. 
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p support recovery, speed convalescence 


letracyn SF 


BRAND OF TETRACYCLINE 


the leading broad-spectrum antibiotic, discovered by Pfizer 


with water-soluble vitamins in combinations originated by Pfizer 


For patients with infections, “one must aim at maintaining 
the normal daily nutritional requirements, replacing 
previous depletions and current losses, and supplying 
whatever increased requirements may be related to the 
nature of the illness.” This is the concept of “treating 

the ‘whole’ patient.”” 


Tetracyn SF has antibiotic effectiveness equal to that 
of Tetracyn® alone’ and, in the hands of thousands 
of physicians, has shown 

Equivalent Blood Levels’ 

Superior Toleration‘ 








Accelerated Recovery’ 
Two effective dosage forms for oral use: 


® . ] * 
Terramycint SE* is also available. 


Tetracyn SF and Terramycin SF are formulated to provide 
with the minimum daily dose of each antibiotic 

(1 Gm. of Tetracyn or Terramycin) the stress vitamin 
formula recommended by authorities on nutrition.’ 


1. Pollack, H., and Halpern, S. L.: Therapeutic Nutrition, Prepared in Collaboration 
with the Committee on Therapeutic Nutrition, Food and Nutrition Board, National 
Research Council, Washington, D. C., 1952. 2. Marti-Ibanez, F.: Antibiotic Med. 
1:247 (May) 1955. 3. Dumas, K. J.; Carlozzi, M., and Wright, W. A.: Antibiotic Med. line 
1:296 (May) 1955. 4. Milberg, M. B., and Michael, M., Jr.: Ann. New York Acad. Sc., tBrand of oxytetracyclir 


In press. 5. Prigot, A.: Ibid. *Trademark for Pfizer brand 


of antibiotics with vitamins. 


PFIZER LABORATORIES, Brooklyn 6, N-Y. 


Division, Chas. Pfizer & Co., Inc. 
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@ TREMOR 


Q. I have a German Grastsman who complains 
of having had a tremor in his hands for the past 
20 years. He says that before he came to this 
country he was using Cannabis indica but since 
coming to this country he has been using a pre- 
scription of bromide LUMINAL® and extract of 
opium. This does not give him the help he would 
like to have and he is very insistent that I get 
him some C. indica. What would you suggest? 


M.D.—Maine 


A. Cannabis and its derivatives are banned by 
federal law. Users are subject to treatment at the 
U.S. Public Health Hospital in Lexington, Ken- 
tucky. Illicit use of marihuana is very common 
in metropolitan centers, and the raw product is 
obtainable on the black market or grown locally 
for home consumption by enterprising individ- 
uals. There have been no recent studies on the 
medical value of the drug; however, its effect on 
tremor is more subjective than objective. In the 
present case, a more effective remedy might be 
found in hyoscine or ARTANE.® Tremors are apt 
to be unfavorably affected by bromides and bar- 
biturates. Cannabis or its derivative, pyrahexyl 
compound, might be obtainable directly for ex- 
perimental purposes from the Director of the 
Food and Drug Administration, 330 Independ- 
ence Avenue, S.W., Washington, D.C. 


REFERENCE 


Wiuuams, E. G., Himmecssacn, C. K., Wikrer, A., Ruse, D. C. 
and Luioyp, B. J.: Studies on marihuana and pyraheyxl compound. 
Pub. Health Rep. 61:1059, 1946. 
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Readers may send questions from 
their own practice or other medical 
problems which will be answered 
by qualified consultants. Replies are 
forwarded by mail immediately and 
selected questions and answers are 
published each month in this section. 


© MIGRAINE AND SHOULDER PAIN 


Q. A 48 year old man has had difficulties of 
many kinds since childhood. Twenty years ago 
he was injured in an automobile accident and 
has since had left-sided migraine headaches with 
severe nausea and vomiting, as well as left-sided 
shoulder pain. 

Antacids and ergot preparations helped the 
migrainous attacks at first, but the patient later 
became sensitized to the drugs. Other therapy in- 
cluded thiamine hydrochloride, nicotinic acid 
and nicotinamide, vitamin B,., analgesics and 
hypnotics. Later I found that barbiturate narco- 
sis with hot cleansing enemas and hot baths 
ameliorated the symptoms. 

For the shoulder pain I have prescribed all 
types of analgesics and sedatives, cortisone, hy- 
drocortisone, ACTH, ascorbic acid and local in- 
filtration with procaine. The latter produced side 
reactions, such as dizziness, and none of the other 
drugs effected much relief. 

To date, only sedation has helped the dis- 
turbed sleep. 

Could you suggest any treatment other than 
surgery ? 

M.D.—Iraq 


A. In cases in which patients with migraine are 

sensitive to medications containing some deriva- 

tive of ergot, inhaling oxygen during an attack 

may be effective in limiting the severity and 

duration of the episode. One dram of elixir of 

ALURATE® verdum, administered orally three 
(Continued on page A-26) 
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the first drug 
to use in 


hypertension 


RAU DIAIN 


Squibb Whole Root Rauwolfia 





e Raudixin produces a gradual, sustained 
hypotensive effect which is usually sufficient 
in mild to moderate cases. 


p Raudixin has a mild bradycrotic effect, helping to 
ease the work Icad of the heart. 


The tranquilizing effect of Raudixin is often of 
great benefit to the hypertensive patient. 


Raudixin is a safe drug, producing no serious side 
effects. Tolerance has not been reported. 


In severe cases, Raudixin may be combined with 
more powerful drugs. It often enhances the 
effect of such drugs, permitting lower dosages. 


Raudixin supplies the total activity of the whole root 
which is greater than that of its reserpine content. 


> Raudixin is accurately standardized by a series 
of rigorous assay methods. 


posaceE: 100 mg. b.i.d. initially; may be adjusted as necessary. 


suppLy: 50 and 100 mg. tablets, bottles of 100 and 1000. 


*Rauvixin’® Is A SQUIBB TRADEMARK SQUIBB 
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triple synergistic 
action relieves primary 
dysmenorrhea 


TRI-SYNAR 


Tri-Synar—through triple synergism— 
attacks smooth muscle spasm 3 ways... 
musculotropic, anticholinergic and anti- 
histaminic. Powerful parasympathetic 
sedation is possible with only small doses 
of belladonna. Side effects are decidedly 
restricted. 


TRIASYNAR tablets 


Each tablet contains: 


Powdered Extract of Belladonna*.. 4.1 mg. 
Phenyltoloxamine Dihydrogen 

MND eo eis ork eons wine 16-4 25a 20.0 mg. 
Ethaverine Hydrochloride........ 20.0 mg. 
*Equivalent to 2.5 minims of tincture of 
belladonna U.S.P. 
Bottles of 100. 
Elixir TRIA4SYNAR 
Each teaspoonful (5 ec.) contains: 
Fluidextract of Belladonnaf . 0.017 ml. 
Phenyltoloxamine Dihydrogen_ 

Citrate . . 20.0 mg. 
Ethaverine Hydrochloride. . 12.5 mg. 


tEquivalent to 2.5 minims of tincture vat 
belladonna U.S.P 


Bottles of 16 fi. oz. 


THE ARMOUR LABORATORIES 


A DIVISION OF ARMOUR AND COMPANY 
F KANKAKEE, ILLINOIS 





Your Questions Answered 


times a day between episodes, may be associated 
with some alteration in the headache pattern. 

The shoulder pain of periarthritis often de. 
creases during the period when active physio. 
therapy, as well as passive exercise, is being per- 
formed. Treatment often must be continued for 
many months. During the early stages of such 
therapy pain may impair progress, and the ad. 
ministration of 10 gr. of aspirin and 1 gr. of 
codeine by mouth 45 minutes before each ses. 
sion of therapy is sometimes of great aid. 

In the situation described, it would seem gen. 
erally advantageous to have the patient regularly 
occupied as actively as possible. The difficulty in 
the sleep pattern may be alleviated somewhat by 
the fatigue produced by such regular activity. — 


® POSSIBLE CLUBFOOT 


Q. A seven month old boy, when bearing his 
weight on his feet, stands with his toes extremely 
wide apart, almost at a 170° angle from his 
heels. What would be appropriate management 
of this case and also of clubfoot (talipes valgus 
and varus) ? Although the problem is essentially 
orthopedic, I would appreciate a general, or even 
a specific outline of management for the general 
practitioner. 


M.D.—Missouri 


A. The position assumed by the feet of this 
seven month old infant is not unusual for a child 
of his age. Actually, he is too young to bear 
weight independently, and it will therefore be 
wise to wait until he is walking without support 
before any attempt is made to state what posi- 
tion the feet will assume. In all likelihood. they 
will not be unduly everted. 

In cases of actual congenital clubfoot, the 
usual management is the use of casts which are 
applied gradually at intervals, with force directed 
toward correction of the abnormal inversion. 
eversion, flexion or extension. In the case of 
talipes equinovarus, the use of a Denis Browne 
splint may be indicated. 

As the query indicates, the problem is essen- 
tially orthopedic and, if at all possible, the man- 
agement should be directed by an orthopedist. 
It is well to remember that the fetal position of 
the feet may suggest the presence of clubfoot 
without the actual presence of that condition. It 
is also well to remember that in the case of true 
clubfoot, early treatment is indicated. 
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ed (FoRMERLY METACORTANDRACIN ) 
a DELTRA is a new synthetic analogue of cortisone. Indications for DELTRA: Rheumatoid arthritis, 
i DELTRA produces anti-inflammatory effects simi- _ bronchial asthma, inflammatory skin conditions. 
ne lar to cortisone, but therapeutic response has been SUPPLIED: DE LTRA is supplied as 5 mg. tablets 
observed with considerably lower dosage. With : 
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taste is as important to the young patient as 


effectiveness is to you. In antibacterial 


therapy Gantrisin (acetyl) Pediatric Suspension 


is useful on both counts because of its 
delicious raspberry flavor without 
"medicine" aftertaste, its wide 
antibacterial spectrum and 

notable freedom from gastro-intestinal 
upsets and other side effects. 

Hoffmann - La Roche Inc * Nutley °- N.J. 


Gentrisin® acetyl -- brand of 


acetyl sulfisoxazole 
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4 DESOXYN® to brighten the mood 


4 NEMBUTAL® to relax inner tensions 


— One capsule represents 5 mg. DESOXYN 

’ Hydrochloride (Methamphetamine 
Hydrochloride, Abbott) plus 30 mg. 

| NemBuTaL Sodium (Pentobarbital Sodium, 


© Abbott). Bottles of 100 
"and 1,000 capsules. Obbott 
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because published studies* show: 


“Good to excellent results” in Prompt recovery in more than 
more than 80%, with “almost 90% when Protamide is started 
immediate improvement.” in the first week of symptoms. 
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TUBERCULOSIS PROPHYLAXIS 


Isoniazid, widely used in treating tuberculosis, may also serve as a preventive, 
if guinea pig experiments at the U.S. Public Health Service prove applicable 
to human beings. 

Dr. Carroll E. Palmer, reporting to the National Tuberculosis Association 
meeting, said guinea pigs given water containing isoniazid and then infected with 
tuberculosis were found to resist disease even when the daily ration of the drug 
was very small. 

Furthermore, when the drug was discontinued 10 weeks after infection, the 
protection still appeared effective. The results using isoniazid in guinea pigs, Dr. 
Palmer contended, were better than results obtained with BCG. 


VIRUS GROWN ON PLACENTA 


Successful growth of polio virus on tissue cultures of cells taken from part of 
the after-birth of human infants has been achieved by a group of researchers at 
the University of California. 

They said the method may supplant use of monkey kidney tissue culture for 
mass production of polio vaccine. The tissue is the amniotic membrane. The 
method should be less expensive than the cost of importing monkeys from India. 
It also would eliminate one of the reservations scientists have about the present 
vaccine; namely, that it might sensitize some individuals to kidney protein. 


ADRENAL GRAFTING FOR CANCER 


Clinicians have known for a number of years that removal of the ovaries and, 
more recently, removal of the adrenal glands would sometimes slow down prog- 
ress of breast cancer. 

Drs. Donald E. Bernstein and Gerson R. Biskind, of San Francisco, decided 
to go a step further and transplant the adrenal glands back into the body, 
grafting them so that the liver would act as a sieve to filter out the cancer-stimu- 
lating hormones and at the same time allow the products of the adrenals neces- 
sary to life to remain in the body. 

The investigators reported results on their first 17 patients to the American 
Association of Cancer Research. Of the 11 living patients, the oldest in whom 
grafting had been attempted showed reactivation of the cancer after 16 months. 
The remainder were showing improvement at the time of the report. 
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What's Happening in Medicine 


ACTH MOLECULE SOLVED 


Definition of the complete molecular structure of ACTH has been achieved by 
Professor C. H. Li and his associates at the University of California. This dis- 
covery increases the possibility of synthesizing the large pituitary hormones. 

Professor Li told a conference on proteins at New Hampton, N.H., that the 
hormone is a polypeptide—a proteinlike structure—having a molecular weight 
of 4500 and containing 39 amino acids in a straight chain. The newest work iden- 
tifies the amino acid in each link of the chain, thus making it possible for the 
first time to say precisely what chemical structure is responsible for the anti- 
rheumatic and other biologic effects of ACTH. 





NEW TB TEST 


A simple and effective method for rapid diagnosis of tuberculosis has been re- 
ported by Dr. H. J. Corper, University of Colorado. He told the American Acad- 
emy of Tuberculosis Physicians it consists of injecting chemicals into the patient’s 
arm. A positive case will show a reaction in 30 seconds. 


SMOKING HABITS AND CANCER 


The continuing study by the American Cancer Society of smoking habits and 
the fate of 188,000 aging men shows that benefit will accrue to even long-term 
smokers if they stop now. 

Results of the first 32 months of the study, says the A.C.S., confirm earlier 
findings. They also point up no significant association between cigar smoking 
and lung cancer. Pipe smoking appears to be associated, but to a far less degree 
than cigarette smoking. 





MULTIPLE CESAREANS 


Three or even more cesarean deliveries do not necessarily make further preg- 
nancies dangerous, Dr. Hugh B. McNally, University of Maryland, reported to 
the American Medical Association convention. He studied cases from 18 Ameri- 
can and two Irish hospitals where women had had as many as nine cesarean 
sections. He concluded that the number of cesareans is unlimited so long as the 
uterus remains in good condition. 


TREATING GERIATRIC PATIENTS 


After intensive study of 100 normal subjects, ages 80 to 100, Dr. A. A. Gold- 
bloom, New York Medical College, offered these suggestions for treating older 
patients in an American Medical Association convention exhibit: 

Do not recommend a low caloric, low fat diet; recommend a liberal, balanced 
diet. Use lipotropic agents only if the liver is damaged by fat. Do not disregard 
hypertension; control it by hypertensive agents. 

For peripheral vascular conditions, avoid tight or elastic bandages. Use vaso- 
dilators, proper hygiene and physical measures. Use water-soluble bioflavonoid 
compounds for retinal hemorrhage. Chlorpromazine and chloral are usually safe 
and effective for agitation. Barbiturates may cause further excitation. 

Androgens and estrogens, given simultaneously, often relieve pain from 
osteoporosis. Heparin is safer than oral anticoagulants. 


Boot FOR VARICOSE VEINS 


A zippered sponge rubber boot to relieve severe varicose veins of the lower leg 
has been developed by Dr. Walter G. Gasner, of Mt. Vernon, N.Y. The action of 
the leg muscles against the sponge rubber causes a “pumplike” action while the 
patient is walking. 
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Milwaukee, Wisc., November 14-17, 1955 


Applications for Hotel Accommodations 


The earlier you make your 
hotel reservations for the In- 
terstate Postgraduate Medical 
Assembly to be held in Mil- 
waukee, Wisconsin, Novem- 
ber 14-17, 1955, the better op- 
portunity you have of getting 
the kind of accommodations 
you want in the hotel of your 
choice. 


For your convenience, a 
form is provided at the bottom 
of this page which should be 
filled in and addressed to the 
hotel of your choice. Be sure 
to send it directly to the hotel. 


If the hotel of your choice 
is unable to accept your reser- 
vation, the Milwaukee Hous- 
ing Bureau will give you 
the next best accommodations 
available, providing of course 
that all available space has 
not already been taken. 


Be definite in the date and 
hour of arrival as well as the 
date and approximate time of 
your departure; also be sure 
to give the names and ad- 
dresses of those who are to 
occupy each room. 


You will receive confirma- 
tion directly from the hotel. 
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Name 
Antlers 
616 N. 2nd 
Maryland 
625 N. 4th 
Medford 
605 N. 3rd 
Republican 
907 N. 3rd 
Pfister 
424 E. Wis. Ave. 
Plankington 
609 N. Plankington 
Randolph 
649 N. 4th 
*Schroeder 
509 W. Wis. Ave. 
Towne 
723 N. 3rd 
Wisconsin 
720 N. 3rd 
*Headquarters 


Name 
Ambassador 
2308 W. Wis. Ave. 
Astor 
924 E. Juneau 
Cudahy Tower 
925 E. Wells 
Knickerbocker 
1028 E. Juneau 
Knights Tower 
716 N. 11th 
La Salle 
729 N. 11th 
Plaza 
1007 N. Cass 
Shorecrest 
1961 N. Summit 


Arriving 


Downtown Business Section 


Rooms 


100 
50 
150 
80 
125 
150 


450 
50 
200 


(A few rooms available for men and women at 
waukee Athletic Club, for exchange club members, only.) 


Rooms 


90 
60 


10 


Single Double 
$3.00-$ 5.00 $4.00-$ 7.50 
$4.00-$ 4.50 $5.50-$ 6.50 
$4.50-$ 5.25 $6.25-$ 7.00 
$3.75 and Up $5.75 and Up 
$5.00-$ 9.00 $7.50-$10.00 
$5.50-$10.00 $8.00-$11.00 
$4.50-$ 5.00 $7.00-$ 8.00 
$5.00-$ 8.00 $8.00-$12.00 
$4.25-$ 6.50 $5.50-$ 8.00 
$4.50-$ 8.00 $6.75-$10.00 


Residential Areas 


Single Double 
$5.00-$ 7.00 $8.00-$10.00 
$5.50-$ 7.50 $8.00-$10.50 
$5.50-$ 7.50 $8.00-$10.00 
$4.40 & Up $6.60 & Up 
$4.50-$ 5.50 $5.50-$ 8.50 
$4.00-$ 5.50 $5.50-$ 8.50 
$4.00-$ 5.00 $5.50-$ 7.50 
$4.00-$10.00 $6.50-$10.00 


All prices quoted with bath 


Milwaukee, Wisconsin 


Double room with double bed, two persons $ 


. Double room with twin beds, two persons §... 
.... Suites, comprising living room and bedroom §..... 


Mil- 


Twin Beds 
$ 7.50 


$ 7.00 

$ 8.50-$10.00 
$ 7.00-$ 9.00 
$ 8.00-$12.00 
$ 9.00-$15.00 
$ 8.50-$12.00 
$10.00-$16.00 
$ 8.50-$10.00 
$10.00-$11.50 


Twin Beds 


$ 8.00-$10.00 
$ 9.50-$12.00 
$ 8.00-$10.00 
$ 8.25 & Up 

$ 6.50-$ 8.50 
$ 7.00-$ 8.50 
$ 7.50-$ 9.00 
$ 7.00-$12.00 


Please reserve the following accommodations for the Interstate Post- 
graduate Medical Association Assembly in Milwaukee, Wisconsin, 
November 14 to 17, 1955: 


. Single room, one person $ 
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She’ll enjoy this pregnancy 


Fifty per cent of all pregnant women—even 
those on a “good” prenatal diet—suffer calcium 
deficiency symptoms. * 


the wrong calcium worse than none 


New evidence further shows that because of 
calcium-protein antagonism, time-honored cal- 
cium phosphate supplements may actually 
cause a deficiency, just when optimum levels 
are desired. And high-protein diets are also 
rich in calcium-draining phosphorus. Thus leg 
cramps are a minor symptom of major signifi- 
cance: their presence may indicate seriously 
low calcium levels. 


reduce phosphate ...increase calcium 


Calcisalin, a complete prenatal supplement, 
containing 100% of the MDR for vitamins 
and iron, is also completely physiologic. Phos- 


phate-free and phosphorus-eliminating, it helps 
prevent hypocalcemia at both points of origin: 
* calcium lactate assures readily assimilable 
calcium, free from the depressing action of 
phosphorus ¢ aluminum hydroxide gel takes up 
excess dietary phosphorus without interfering 
with the value of other nutrients. 


Note: “Noncomplainers”: many patients consider 
leg cramps “normal” and complain only when 
cramps are severe. Thus the number of com- 
plaints does not truly reflect the higher incidence 
of calcium depletion. To safeguard against serious, 
“silent” calcium depletion, all women who enjoy 
a high-protein prenatal diet can benefit from 
Calcisalin’s phosphate-free, phosphorus-eliminat- 
ing properties. 


Dosage: Two tablets three times daily. 


Available: Bottles of 100 tablets and in 8-ounce 
nursing bottles containing 300 tablets. 


Wolff. J. R. : Illinois 
M. J. 105:6 (June) 1954. 
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TERAJECT 


with one piece cartridge-sterile needle assembly: 
om assures sterility by eliminating handling of the needle 
m adds greater convenience to the recognized advantages 
of the Steraject parenteral dosage forms 
is ready to use in the home, office or hospital 
completely obviates any need for sterilizing equipment 
Penicillin G Procaine Crystalline in Aqueous Suspension— 
~ 300,000; 600,000 and 1,000,000 units 
_ Permapen® Aqueous Suspension— 600,000 units benzathine penicillin G 
Gee n Fortified Aqueous Suspension — 300, 000 units benzathine 
illin G plus 300,000 units procaine penicillin G 
i ‘Combiotie® A ueous Suspension — 400,000 units procaine 
hia 0.5 Gm. dihydrostreptomycin 
"Streptomycin Sulfate Solution—1 gram 
ee erin Sulfate Solution—1 gram 
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Acute Myocarditis in Sudden 
and Unexpected Death 


OTTO SAPHIR* 


Michael Reese Hospital, Chicago 


Mil yocarorris may occur as a complication of 
any acute infectious process brought on by a 
wide variety of etiologic agents. Bacteria, Rick- 
ettsiae, viruses, fungi and yeasts, spirochetes, 
Protozoa and even helminthic infections are 
known to cause myocarditis. The last produce 
the disease either by the actual invasion of the 
myocardium by the parasites—which is extreme- 
ly rare—or by a local allergic reaction.' 

Myocarditis is most commonly encountered in 
instances of acute rheumatic fever and diph- 
theria. With the latter, however, there is usually 
a primary necrosis of myocardial fibers with sec- 
ondary (reparative) myocarditis. 

In many instances myocarditis may be recog- 
nized clinically by its symptomatology and by 
electrocardiographic changes which, although not 
specific for myocarditis, are sometimes quite 
characteristic. It is our experience that it is not 
particularly difficult to diagnose the disease if 
the physician is aware of this complication. 
There are, however, instances where the primary 
infectious disease may be clinically so complex 
*Director, Department of Pathology, Michael Reese Hospital, Chi- 
cago, Illinois. 


This department is supported in part by the Michael Reese Research 
Foundation. 


and its course so dramatic, culminating in un- 
expected death, that the symptoms and signs of 
myocarditis are overshadowed and the diagnosis 
is not made. There are also cases where the 
lesions are focal and principally interstitial in 
type, away from the conducting system, thus 
precluding clinical recognition. In such instances 
the myocarditis may not cause symptoms which 
can be detected clinically, but still may consti- 
tute the final cause of sometimes unexpected 
death. We have seen such principally interstitial 
myocarditis in some patients with pneumonia. 
In retrospect, it is not so much the foci of acute 
interstitially placed inflammatory cells which are 
responsible for the unexpected demise, but rather 
the collateral inflammatory edema or accompany- 
ing “serous myocarditis,” which probably, by 
actually compressing a large number of muscle 
fibers, leads to sudden myocardial failure. 

The clinical importance of recognizing myo- 
carditis is, of course, obvious. The treatment and 
prognosis of the disease depend on the diagnosis. 
The prognosis is particularly important since 
myocarditis in acute infectious diseases is the 
sword of Damocles which might at any time 
strike the fatal blow. 

(Continued on page A-40) 
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Forensic Medicine 


While in a number of 
diseases myocarditis is 
an important complica- 
tion, there also exists a 
type of myocarditis 
which occurs in patients 
who have no pre- or co- 
existing primary dis- 
ease. This myocarditis, 
which is isolated in the 
true sense of the word 
and sometimes referred 
to as primary or Fied- 
ler’s myocarditis, may either lead quickly to 
progressive myocardial insufficiency, or cause a 
gradually increasing myocardial weakness with 
ultimate death after a few months. 

We recently observed a typical case in which 
the patient had this disease for three months. 
She was a 41 year old Negress, admitted with 
swelling of the ankles and severe dyspnea and 
tachypnea. Three months before admission she 
had had a cold which had been treated with peni- 
cillin but which had recurred after two weeks. 
On physical examination she was found to be 
dyspneic and appeared cyanotic. Her blood pres- 
sure was 122/72, her pulse rate 120 per minute 





OTTO SAPHIR 


with gallop rhythm and her temperature was 
104° F. There was a systolic murmur heard |oud- 
est over the pulmonic area with a peculiar fric- 
tionlike sound. Tests for tuberculosis were nega- 
tive, and there was no roentgenographic evidence 
of pulmonary disease. The laboratory report was 
essentially negative. The Kahn test, viral and 
bacterial agglutinations and blood cultures were 
negative. Throat cultures disclosed Streptococcus 
viridans. Roentgenographic examination showed 
an increased transverse cardiac diameter and a 
prominent pulmonary artery segment. An electro- 
cardiogram disclosed a first degree atrioventricu- 
lar block with occasional premature ventricular 
systoles. The patient was put on a low salt diet 
and given sedatives, digitalis and mercurial diu- 
retics. She seemed to improve slightly until she 
suddenly died. 

At autopsy there was slight ankle edema and 
marked dilatation of the veins of the neck. The 
pericardial sac contained 150 cc. of clear fluid. 
The heart was. markedly dilated and flabby, 
weighing 320 gm. The valvular apparatus was 
intact but the myocardium appeared slightly 
swollen, was glossy on section and showed nu- 
merous minute yellow dots and streaks. The 

(Continued on page A-42) 
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the favored asthma treatments single 


First, hold tablet under the tongue 
5 minutes for sublingual absorption 
of quick-acting aludrine (Isopropyl 
arterenol). Then swallow for 4- 
hour, follow-through protection 
from theophylline-ephedrine- 
phenobarbital in the tablet core. 


Nephenalin 


(for adults) 


A-40 





tablet 


There’s an excellent chance your 
asthma patients will prefer fast act- 
ing, long-lasting convenient NEPHEN- 
ALIN tablets. Dose: One tablet as 
needed (up to 5 tablets a day). 
Bottles of 20 and 100. THos. LEEMING 
& Co., INc., New York 17, N. Y. 


Nephenalin 
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Cortrillisinil 


brand of hydrocortisone tablets 


Using Cortrit Vaginal Tablets as supportive therapy in conjunction with 
usual measures, 18 investigators* treated monilial, trichomonal, senile, 
allergic, and nonspecific vaginitis. They obtained a good to excellent 
response in 90 per cent of patients. 

CorTRIL, by virtue of its anti-inflammatory action, reduces local edema 
and inflammation in vaginitis. The resultant relief from vulvovaginal itch- 
ing and discharge is often obtained within minutes or hours, as contrasted 
with two to three days with ordinary measures. 

administration: Insertion of 1 or 2 tablets daily. supplied: 10 mg. tablets. 


* Personal communications 


PFIZER LABORATORIES Division, Chas Pfizer & Co., Inc. 





August 1955 


© Brooklyn 6, New York 


ee 


| 
& 
| 
9 
la 
le 
r 
F 












LI RAT NCR ABI 





papillary muscles and columnae carneae were 
flattened. Microscopically, there were large and 
small areas where the course of the heart muscle 
fibers was interrupted by connective tissue fibers 
with many lymphocytes, monocytes and a few 
polymorphonuclear leukocytes. Often only iso- 
lated foci of inflammatory cells were noted. The 
blood vessels showed no changes. 

The cause of isolated (Fiedler’s) myocarditis 
is unknown. Occasionally Sér. viridans has been 
found in throat cultures as in the case just de- 
scribed. A viral origin of this type of myocardi- 
tis has also been suggested. This seems especially 
pertinent when necrosis of muscles is encoun- 
tered. In older patients who have connective tis- 
sue replacement of large areas of myocardium, 
it might well be possible that this is the result 
of necrosis of myocardial fibers. 

Myocarditis, isolated in the sense that neither 
the pericardium nor the endocardium is involved, 
is also found in some instances of hypersensi- 
tivity to certain chemicals and drugs, hyper- 
sensitivity to sulfonamide drugs being the fore- 
most example. The microscopic sections in such 
cases are suggestive but not necessarily charac- 
teristic. Most commonly found are acidophilic 
histiocytes, but also variable numbers of other 


In 
peptic 
ulcer 
and 
other 
G-I 


disorders 
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mononuclear and polymorphonuclear cells, both 
acidophilic and neutrophilic, are encountered. 

The clinical diagnosis of myocarditis often is 
not difficult if, as stated, the physician is aware 
of its existence and suspects its presence. We 
have been particularly impressed with the sig- 
nificance of such clinical signs as cyanosis, which 
may be only slight, weakness and discrepancy 
between the temperature and pulse rate. The pulse 
rate may be relatively fast while the temperature 
is normal; or, sometimes the opposite may be 
true. Also the fleeting nature of some electro- 
cardiographic alterations, and the progressive 
nature of others seem significant. The “Nomen- 
clature and Criteria for Diagnosis of Diseases of 
the Heart and Blood Vessels’ lists the following 
diagnostic signs of myocarditis: sinus tachycar- 
dia, abnormal rhythms, enlargement of the heart, 
systolic murmur at apex due to mitral incom- 
petency, faintness or sharp quality of the first 
heart sound, evidence of cardiac insufficiency, 
electrocardiographic changes, such as defective 
atrioventricular or intraventricular conduction, 
or S-T and T-wave changes, fever, leukocytosis, 
increased sedimentation rate. 

There is no question that the diagnosis of 
myocarditis is made more often at autopsy than 
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while the patient is living. This situation is ex- 
plained by De la Chapelle and Kossmann* as the 
result of either the relatively innocent nature of 
the clinical and laboratory findings in many 
cases, or the clinician’s apparent reluctance to 
make the diagnosis. 

Unexpected death occurs quite often in myo- 
carditis. Lisa* found, among 117 patients who 
died unexpectedly, 59 patients with myocarditis. 
Among 60 children with myocarditis whom we 
have studied,*® nine had died unexpectedly. Five 
other children died unexpectedly with myocardi- 
tis while ill with laryngotracheobronchitis. Three 
patients with encephalomyocarditis whom we 
have observed died unexpectedly;® one died en 
route to a hospital and another succumbed sud- 
denly at home. One of the most fulminating in- 
stances of acute isolated myocarditis we have 
seen was found in an apparently healthy male 
who collapsed and died while shoveling snow. 

In a recent study‘ of isolated myocarditis in 
children, three out of 15 were reported to have 
died while being admitted to the hospital. We 
have seen several infants who had apparently 
been well but were found dead in their cribs. It 
had been assumed that these infants had suffo- 
cated, since they were found lying prone and 
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sometimes even covered by a sheet or pillow. At 
autopsy each infant was found to have had a 
rather moderate upper respiratory infection with 
acute bronchitis complicated by acute myocardi- 
tis. It seems obvious that the myocarditis was 
the cause of the unexpected deaths. In previous 
years, when an infant was found dead in a crib 
and there was no history of antecedent illness, 
it was usually assumed that the infant died as a 
result of smothering. “Spontaneous smothering” 
practically never occurs. However, often in such 
instances a clinically overlooked upper respira- 
tory tract infection or bronchopneumonia, often 
complicated by acute myocarditis, is found. 
There are several explanations for unexpected 
death in cases of myocarditis. Secondary to the 
myocardial failure there may be sudden circula- 
tory collapse, perhaps peripheral collapse or 
shock. The inflammatory exudate may involve 
the fibers of the conduction system or the nodal 
tissues causing ventricular fibrillation. There may 
be a massive exudate, with severe degeneration, 
necrosis or compression of many heart muscle 
fibers. Often, too, the exudate is serous in type, 
containing only a few inflammatory cells, but its 
effect on adjacent muscle fibers is nevertheless 
(Continued on page A-44) 
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deleterious. However, it is obvious in these cases 
that the prognosis does not depend so much on 
the number of muscle fibers which are incapaci- 
tated by the inflammatory process, but rather on 
the state and amount of uninvolved myocardium. 

In acute myocarditis the heart is enlarged and 
flabby. The myocardium appears reddish with 
red speckles and the papillary muscles and col- 
umnae carneae are flattened. Often, too, the heart 
presents only cloudy swelling and dilatation, and 
myocarditis can not be diagnosed grossly. These 
are, of course, the cases which are missed if the 
myocardium is not carefully examined micro- 
scopically. Histologic sections may show that all 
elements of acute inflammation are present, but 
in some instances, as stated, a serous exudate 
between the muscle fibers predominates. The exu- 
date may be spotty and often must be looked for. 
In older instances, varying amounts of fibrosis 
are seen with or without newly formed vessels, 
and it is common for varying numbers of lym- 
phocytes and monocytes to be present with only 
a few polymorphonuclear leukocytes. 

While it has been pointed out before that a 
number of patients might die suddenly because 
of the very changes in the myocardium itself, 
unexpected death may also be caused by em- 
bolic phenomena. In the previously mentioned 
study’ of isolated myocarditis in children, em- 
boli in branches of coronary arteries were found 
in five of 15 hearts. The source of these emboli 
was most likely mural thrombi in the left ven- 
tricle, seemingly the result of the adjacent myo- 
cardial inflammatory changes. Three of the five 
children died unexpectedly in the admitting 
room. It is obvious that a heart already handi- 
capped by acute myocarditis might well become 
suddenly insufficient if additional impairment is 
brought about by small coronary artery emboli. 
In other instances, minute pulmonary artery em- 
boli are encountered which also may contribute 
to sudden death. 
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eratran 


a unique central motivant for the treatment of 


eke emotionally tired and depressed patient 


subtly returns your emotionally fatigued and depressed 
patients to their usual level of alertness, interest 


and productivity... 


without euphoria... 


without rebound letdown 


Meratran is chemically new and clinically different. It acts 


upon the subcortical area of the brain. In doses easily 


adjusted to patient needs its onset of action is subtle -- 


comfortable -- prompt. Its effectiveness is prolonged.'? 


no appreciable effect on blood pressure and respiration 
restores needed sense of well being 

no tolerance or drug habituation 

normal appetite undisturbed 

no jitters - no apprehension 

little or no insomnia 


wide range of safety 
no rebound letdown an exclusive product of research 
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to control 


any capillary or venous bleeding 
rapidly—within minutes, 


regardless of origin... 


to prevent 


surgical bleeding safely*... 





KOAGAMIN 


parenteral hemostat 


*Over a million doses given without a 
single reported side effect—including 
thrombosis. 


KOAGAMIN, an aqueous solution of oxalic and malonic 
acids for parenteral use, is supplied in 10-cc. 
diaphragm-stoppered vials. 


Galhan) CHATHAM PHARMACEUTICALS, INC. 


NEWARK 2, NEW JERSEY 
Distributed in Canada by 
Austin Laboratories, Limited, Guelph, Ontario 








for your dyspeptic, 
geriatric, underweight, 


and gallbladder 


patients 





CONVERTIN 


nail tablets 


for improved 
nutritional status... 
clinical response 


Layered construction provides timed 
release of essential digestants when 
and where needed, for efficient utiliza- 
tion of proteins, carbohydrates, fats. 








Each CONVERTIN Tablet provides: 
A sugar-coated outer layer of: 


Betaine Hydrochloride ...... . 130.0 mg. 
(Provides 5 minims Diluted 
Hydrochloric Acid U.S.P.) 


Oleoresin Ginger.......... 1/600¢F. 
Surrounding an enteric-coated core of: 


Pancreatin (4xUSP) «2.2... 62.5 mg. 
(Equiv. 250 mg.) 
Desoxycholic Acid ........ - 50.0 mg. 


DOSAGE: Two tablets with or just after meals. 
Dose may be reduced at discretion of physician, 
usually after first week. 


SUPPLIED: In bottles of 84 and 500 tablets. 
Available on prescription only. 
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B. F. ASCHER & COMPANY, INC. 
Ethical Medicinals 
/ VR KANSAS CITY, MISSOURI 


POSTGRADUATE MEDICINE 



























preoperative 
bowel preparation 
within 24. hours: 








Mvyeit LACIN ses 


Trademark for the Upjohn brand of neomycin 


Each tablet contains 0.5 Gm. neomycin 
sulfate (equivalent to 0.35 Gm. neomy- 
cin base). In bottles of 20 tablets. 
Also available: 

Mycifradin Sulfate Powder (topical) in 
vials of 0.5 Gm. and 5 Gm. 

Mycifradin Sulfate (intramuscular) in 
vials of 0.5 Gm. 
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Areas of Clinical Study | One of a series 


ANEMIA 


OF 
INFANCY 


Recently completed—1954— studies! ? again confirm the 
unique value of Roncovite (cobalt-iron) in the preven- 
tion and treatment of infant anemia. Clinical results 
show that routine administration of Roncovite can com- 
pletely prevent the iron deficiency which so frequently 
develops in the first six months of life. 


RONCOVITE (Cobalt-Iron) has introduced a wholly new 
concept in anti-anemia therapy. It is based upon the unique 
hemopoietic stimulation produced only by cobalt. The 
application of this new concept has led to marked, often 
dramatic, advances in the successful treatment of many 
of the anemias. 

EFFECTIVE 

“It is a significant fact that none of the...cases receiving 
iron as well as cobalt required additional iron therapy and 
that the haemoglobin levels of this group remained con- 
sistently and significantly higher than those in any other 
group after the age of 4 months.””! 

“*...there can be no doubt that the average hemoglobin 
values...are greater in the cobalt-iron [Roncovite] treated 
group.’ 


PATIENT SATISFACTION 

**...the mothers of these anaemic infants frequently stated 
spontaneously that the children were much improved, with 
increased appetite and vigour. It seems possible, therefore, 
that even if anaemia in premature infants does not usually 
produce marked symptoms, there is a subclinical debility 
which becomes more evident in retrospect.””! 


SAFETY 

“There was no evidence of toxicity in any case under treat- 
ment:... There is nothing to suggest that cobalt in any way 
impairs the general progress or rate of weight gain in pre- 
mature infants in the dosage employed.””! 

“The babies were closely observed daily for ill effects of the 
medication while at the premature unit and when they re- 
turned for check ups. None of them showed harmful effects 
despite the large doses....A few of the babies have been 
followed for more than 100 days with no ill effects noted.’’2 


- 


SUPPLIED: 
RONCOVITE DROPS 
Each 0.6 cc. (10 drops) provides: 


CODE GHIBTIES . cc ccccvececces 40 mg. 
(Cobalt 9.9 mg.) 
PONE CUB so cciciicencedaees 75 mg. 


RONCOVITE TABLETS 


Each enteric coated, red tablet contains: 
| eer ere 15 mg. 
Ferrous sulfate exsiccated...... 0.2 Gm. 


RONCOVITE-OB 


Each enteric coated, red capsule-shaped 
tablet contains: 


COON CHITIN 66.00. 6.0des0ccesee 15 mg. 
Ferrous sulfate exsiccated...... 0.2 Gm. 
Ce RINE so 0.b0.5-066-5080a8 0.9 Gm. 
Co er 250 units 
DOSAGE: 


One tablet after each meal and at bedtime. 

In children one year or older 0.6 cc. (10 

drops); infants less than one year 0.3 cc. 

(5 drops): once daily diluted with water, 

milk, fruit or vegetable juice. 

1. Coles, B. L., and James, U.: Arch. of 
Disease in Childhood 29:85 (1954). 
Coles, B. L., and James, U.: Journal- 
Lancet 75:79 (March) 1955. Coles, B. L.: 
Arch. Disease in Childhood 30:121 
(April) 1955. 


. Quilligan J. J., Jr.: Texas State J. Med. 
50 :294 (May) 1954. 
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Bibliography of 192 references 


available on request. 


RONCOVITE 


The original, clinically proved 


cobalt-iron product. 


LLOYD BROTHERS, INC. 


Cincinnati, Ohio 


In the Service of Medicine Since 1870 
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for the upset 
menopausal woman... 


real relief 


GYNETONE® androgen-estrogen therapy 
REPETABS® 0.02 and 0.04, and by injection. 
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because 
the tonic effect 


S cherin g 
GYNETONE of estrogen-androgen 





revitalizes tissues 


relieves refractory symptoms 





restores composure and sense of well-being 


contains 0.02 mg. ethinyl] estradiol 
plus 5 mg. Methyltestosterone 


also available with 0.04 mg. ethinyl estradiol 
plus 10 mg. Methyltestosterone 





























One way to 
keep baby’s food 
budget low... 


As a physician, you know how important 
to young parents is the cost of raising a 
baby. Also you want to give babies in your ~~ 
care the best possible nourishment. Pet 

Evaporated Milk helps both ways— it > 
provides all the body-building nourishment ee 
of milk, is always uniform in composition and 
quality. Yet Pet Milk costs less than any other 
form of milk ... far less than special infant feeding 
preparations. It’s one milk that keeps babies 


growing up... infant feeding costs down.In << 





fact, it can save up to $50 on baby’s food 
bill during that vital first year. 








Favored Form 
of Milk For 
Infant Feeding 





f PET MILK COMPANY, ARCADE BUILDING, ST. LOUIS 1, 
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Meat... 


and the Problem of 


Senile Osteoporosis 





















P erhaps under the still-persisting influence of the mistaken “health 
legends” of former days, many older people tend to eat less meat and 
other nutritionally valuable protein foods than they should; thus, the 
osteoporosis that occurs naturally in the aging body may be unduly 
augmented.! 


A balanced diet supplying optimal amounts of protein is essential, 
and appears to be useful in preventing and in slowing the progress of 
osteoporosis in senile persons. Adequate protein intake is instrumental in 
supporting osteoblastic activity so necessary for production of osseous 
matrix. ‘‘When osteoporosis is present, the prime objective is an adequate, 
high protein diet (a gram or more [of protein] per kilogram of body 
weight), to aid in building bony matrix for osteoblastic activity.’’! 


ETE PMNS iS MB 


Meat constitutes one of the most important sources of protein in the 
nutrition of the aged. Meat offers biologically effective protein—effective 
é in the maintenance as well as the reconstruction of wasted or damaged 
tissue. Its natural content of B vitamins and of essential minerals not 
é only helps to supply the daily needs for these nutrients, but is necessary 
§ for the proper utilization of amino acids.’ 
E The appealing taste of meat, its appetite-stimulating quality, and its 
; almost complete digestibility also are important in geriatric nutrition. 
| 
1. Rechtman, A. M., and Yarrow, M. W.: Osteoporosis, Am. Pract. & Digest Treat. 
; 5:691 (Sept.) 1954. 
E 2. Cannon, P. R.; Frazier, L. E., and Hughes, R. H.: Factors Influencing Amino 
2 Acid Utilization in Tissue Protein Synthesis, in Symposium on Protein Metabo- 
5 lism, New York, The National Vitamin Foundation, Inc., 1954, pp. 55-90. 
| § 
| & 
2 The nutritional statements made in this advertise- 
2 ment have been reviewed and found consistent with 
g current medical opinion by the Council on Foods 
| = and Nutrition of the American Medical Association. 
| American Meat Institute 
| 5 Main Office, Chicago ... Members Throughout the United States 
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BRAND OF MECLIZINE HYDROCHLORIDE 


Motion sickness affects people of all ages 
because almost everyone is sensitive to 
labyrinthine irritation induced by travel 
on land and sea and in the air. 


Bonamine has proved unusually effective to 
prevent and treat this minor but distressing 
complaint. And a new agreeable method 

of administration is now offered by the 
incorporation of this well-tolerated agent, with 
its prolonged action, in a pleasantly 
mint-flavored chewing-gum base. 90% of the 
drug content becomes available in only five 
minutes of chewing. 


Bonamine is also indicated for the control of 
nausea, vomiting and vertigo associated with 
labyrinthine and vestibular disturbances, post- 
operative status, Meniére’s syndrome and 
radiation therapy. 





* TRADEMARK 


PFIZER LABORATORIES, Brooklyn 6, N.Y. 


Division, Chas. Pfizer & Co., Inc. 


NO ONE IS COMPLETELY IMMUNE 


BONAMINE.. 


Supplied: 





Bonamine Tablets (scored and 


New 


Bonamine Chewing Tablets 2; mz. 















tasteless) 25 mg. 




















al _ 
’ — 
Sak SME => 


wa 


edicine from Abroad 


ee oe TN 


FROM POSTGRADUATE MEDICINE’S CORRESPONDENTS 


PARIS 


Cure therapy for al- 
coholism—Two treatment 
methods for alcoholism 
have been reported recent- 
ly (Presse méd., No. 28, 
1955), by Delore, physi- 
cian at the Lyons hospi- 
tals, and his associates in 
the alcoholism study. 

The first technic described is applied particu- 
larly to excited patients, and consists primarily 
of intravenous injections of alcohol, one-third 
strength (curethyl), given in gradually decreas- 
ing amounts for a few days and is followed by 
tetraethylthiuramdisulfide, or ANTABUS®, in daily 
dosage of four 0.25 gm. tablets. This dosage is 
rarely exceeded. 

The second method, known as the technic of 
Lereboullet, calls for intravenous injections of 
curethyl for five days, followed for three days by 
apomorphine injections to produce distaste. 
Wine is given twice a day. Antabus is admin- 
istered for two weeks in doses of 1 gm. or 0.75 
gm. or 0.50 gm., according to the need of the 
patient. The effects of curethyl and particularly 
of apomorphine increase the reactions to alco- 
holic drinks—even when the drinks contain less 
alcohol than the patient is accustomed to taking. 
It is a good practice, however, to give the patient 
the habitual beverage; otherwise he will have a 









milder, less effective reaction aversion. 

After the cure treatment, the patient is sent 
home where he remains under treatment for six 
months. He receives two tablets (0.25 gm. each) 
of Antabus daily, and the dosage is gradually re- 
duced to one tablet. 

The study, which was made in the Lyons 
area, reveals alcoholics come to the treatment 
center for these reasons: threat of dismissal from 
work, unemployment, lack of fixed home life, an 
accident caused by drunkenness, threat of a jail 
sentence. Often there are social hardships which 
force the subject to feign a desire for treatment. 
In such patients, the success of the cure is hap- 
hazard. 

Men made up the majority of patients—218, 
to 7 women. Age range was between 20 and 70 
years with the majority from 40 to 50 years old. 
All occupations were represented, but farm work- 
ers were remarkably few, a ratio of 16 to 81 
from special skills. 

Wine ranks as the most popular alcoholic 
drink in the Lyons area, and generally the 
amount of addiction found in this study was 
from 2 to 10 liters per day. Anise, called “pas- 
tis,” is next in popularity, followed by apéritifs, 
and finally, beer. 

One-fourth of the patients showed but general 
signs of the alcoholic imbibition: tremor, sleep- 
lessness; mental imbalance. The remaining three- 
fourths had varying signs of alcoholic poisoning, 


(Continued on page A-54) 
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TRIDIONE® 
(TRIMETHADIONE, ABBOTT) 


First successful 
synthetic agent—now 
agent of choice—for the 
symptomatic control of petit 
mal, myoclonic jerks and 
akinetic seizures. 


GEMONIL® 
C(METHARBITAL, ABBOTT) 
A new drug of low 
toxicity for grand mal, 

myoclonic, petit mal and 
mixed seizures. Effective in 
epilepsies associated with 

organic brain damage. 


PARADIONE® 
(PARAMETHADIONE, ABBOTT) 
Homologue to TRIDIONE. 
An alternate preparation 
which is often effective in 
cases refractory to TRIDIONE 
therapy. For treatment of 
the petit mal triad. 


PHENURONE® 
(PHENACEMIDE, ABBOTT) 
A potent anticonvulsant 
for psychomotor epilepsy, 
grand mal, petit mal, and 
mixed seizures. Often successful 
where other therapy 
has failed. 





hepatic, gastric and nervous signs, and sometimes 
minor symptoms of polyneuritis, though not very 
typical. Several patients had lesions at the eye 
fundus and even optic neuritis. 

A check following the cure therapy study re- 
vealed that one-third of the subjects began to 
drink again. They were found to be the patients 
who had sought cure as a means of temporary 
evasion from their social environment and with- 
out a real desire to be cured; some were those 
patients without work and home. The results 
were excellent in a third of the patients who 
were observed from one to five years. Among 
the final third were those who were lost to medi- 
cal check and observation by social workers. 
This group also included about 20 who have 
started to drink again, though moderately, and 
who risk again becoming alcohol victims. Two 
women patients committed suicide. 

The two cure methods are supplemented by 
psychotherapy, by the association of former al- 
coholics who give each other moral support, and 
by supervision from social workers. The success 
of the physician is strengthened by family life. 
On the other hand, the success is hard to main- 
tain in socially isolated persons and it is im- 
probable when the wife or husband also drinks. 
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Pathogenic effect of mouth galvanism; a 
permanent micropile—Denier reports on this 
subject (Presse méd., No. 26, 1955). This arti. 
cle, like all modern works which have appeared 
in France on this subject, is based on the work 
of Lane (Oklahoma) published in 1932. 

The report shows that there is a potential dif. 
ference between the metallic pieces of fixed pros. 
thesis in the mouth and the saliva which sur. 
rounds them. The result is an electric current 
under several hundred millivolts and of some 
microamperes of intensity. Normally, the phe 
nomena of polarization quickly destroy this cur- 
rent. It starts acting when the salivary pH be. 
comes lower; when different metals multiply the 
galvanic cells; when the prostheses are not well 
polished so that the corrosion is larger. Gold it- 
self may be harmful. It is rarely pure, and the 
amalgam brings into play other metals such as 
copper. Though pure in itself, and it does not 
corrode, it plays the role of an electrode, and is 
the site of oxidative and reductive reactions. 

The practical measure of buccal galvanism 
depends on two quantities: (1) the potential 
difference—between the metallic piece and mu- 
cous membrane; the measurement requires a 

(Continued on page A-56) 


FOR THOSE WHO DEVELOP 
NASAL CONGESTION 


ON RESERPINE THERAPY 


(PYRROBUTAMINE, LILLY) 


About 50% of all patients 
experience this annoying side- 
effect. ‘Sandril’ ¢ ‘Pyronil’ 
relieves 75% of those affected. 


Each tablet combines 0.25 mg. 
*Sandril’ and 7.5 mg. ‘Pyronil.’ 


Lit 
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broad-spectrum 


outstanding efficacy 


Chloromycetin’ 


for today’s problem pathogens 


Because of increased frequency of resistance of pathogenic 
microorganisms to available antibiotics,!-2 sensitivity studies 
provide criteria helpful in selection of the most effective 
agent. Recent in vitro studies and clinical experience 
emphasize the outstanding efficacy of CHLOROMYCETIN 
(chloramphenicol, Parke-Davis) against microorganisms 
commonly encountered in patients with severe urinary tract 
infections.!-8 “For severe urinary infections, chloram- 
phenicol has the broadest spectrum and is the most effec- 
tive antibiotic.”! 


CHLOROMYCETIN is a potent therapeutic agent and, because certain 
blood dyscrasias have been associated with its administration, it should 
not be used indiscriminately or for minor infections. Furthermore, as 
with certain other drugs, adequate blood studies should be made when 
the patient requires prolonged or intermittent therapy. 
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sensitive voltmeter and a special arrangement. 
Normally, it is not over 300 millivolts. Beyond 
that the current causes pathologic changes; (2) 
the salivary pH oscillates between 6.9 and 7.5, 
but generally it is near 7.2. Below 6.7, the reac- 
tion is pathologic. Metallic changes and the for- 
mation of a micropile are probable. 

When there is pyorrhea, the salivary pH is 
alkaline, and the galvanism of the mucosa dis- 
appears. But electric currents will originate in 
the vicinity. Especially the action currents in the 
chewing muscles increase in duration and in 
amplitude. The symptoms are more or less banal. 

Metallic taste in the mouth, which is particu- 
larly strong when a metallic object comes into 
the mouth, is a symptom, as are an astringent, 
painful feeling which occurs when a_ patient 
chews fruits, a burning of the tongue and throat, 
and increased salivation after smoking. The mu- 
cosa of the tongue is red, sometimes smooth, 
sometimes strongly papillated as a raspberry. 
The mucosa of the throat and tonsils is scarlet 
red. There is inflammation of the lips, with 
perléchelike erosions, and submandibular and 
sublingual enlargements of the lymph glands. 

To make these symptoms disappear, remove 
the metallic piece, which is the site of the ex- 
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cessive potential difference to the mucosa. But 
other complications may come at some distance 
from the buccal cavity: infection and eczematiza- 
tion of the skin outside the mouth, spread of 
inflammation to the eye (iritis, conjunctivitis, 
blepharitis) and spasm of the eyelids. The author 
also observed cases of remote inflammation. such 
as anal pruritus and even a case of urethritis, 
He also saw facial, occipital and glossopharyn- 
geal neuralgias among the general symptoms, 
but the most frequent was azotemia. This azo- 
temia could be compared with that type which 
occurs in certain persons whose fractures were 
treated with metallic nails and which disappears 
immediately when the nails are removed. 

The cause of these symptoms is proved by the 
results of treatment: disappearance of the com- 
plications on removal of the electricity-produc- 
ing metallic piece. For prevention avoid as much 
as possible the use of metals, but use porcelain, 
cement and plastic substances. Also be on guard 
with amalgams, and the juxtaposition of two 
metals, e.g., gold tooth on a copper base. The 
frequency of complications has increased with 
the use of antibiotics, which have a tendency to 
make the mouth acid. 

(Continued on page A-58) 


With “Premarin,” relief 


of menopausal distress is 


prompt and the “sense of well-being” 
imparted is highly gratifying 
to the patient. 


“Premarin”@ — Conjugated Estrogens (equine) 
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“Good Response” 
in 


of cases treated 
with Entozyme alone 


After using digestive enzyme replacement 
with ENTOZYME ‘Robins’ as the only 
therapy ina series of 24 psoriasis patients 
“recalcitrant to all previous treatment,” 
Ingels* reports that “good response 
occurred in 19 cases [79%] within four 
weeks to three months . . . complete 
clearing in four cases.” or contains: 
d —in its gastric-soluble outer 
Entozyme provides pancreatic enzymes : coating . Pepsin, N.F. 
to help restore normal metabolism, : —in its enteric-coated 
so commonly disordered in the psoriatic 
... and thus represents an effective 
systemic approach to successful therapy. 


250 mg. 


core... sn U.S.P. 300 mg. 
Bile salts 150 mg. 


*ingels, A. H.: California Medicine 79:437, 1953. 
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GENEVA 


Twentieth anniver- 
sary, International Coll- 
lege of Surgeons—A 
great international meet- . 
ing was held from May ey 
23 to 26 to celebrate the 
twentieth anniversary of 
the founding of the International College of Sur- 
geons in Geneva in 1935 by Dr. Max Thorek of 
Chicago. More than 800 participants from 44 
countries attended the meeting of the College, 
which now has 12,000 members from 64 coun- 
tries. M. Petitpierre, president of the Swiss Con- 
federation and minister of foreign affairs, was 
present at the inauguration of the session. The 
chairman was Professor Albert Jentzer. of Ge- 
neva, formerly the first secretary-general of the 
College. The present administrative director is 
Vice-Admiral McIntire, former surgeon general 
of the United States Navy and former physician 
to President Roosevelt. 

The meeting closed with two masterful lec- 
tures. Dr. Morris Fishbein of Chicago traced the 
evolution of surgical organizations in various 
countries from antiquity through the modern era. 
Professor G. Domagk, of Wuppertal, winner of 
the Nobel prize in medicine, whose name marks 
the beginning of the era of sulfonamides and 
chemotherapy, described a few recent achieve- 
ments in the field of experimental cancer re- 
search. From these recent achievements he con- 
cludes that the level of the respiratory ferments 
of the cell should be regarded as the point of 
attack by carcinogens. The highly important ex- 
periments of Buchner and co-workers show that 
anoxia of short duration could lead to serious 
embryonal malformations. Goldblatt and Cam- 
eron, the American authors, recently announced 
their success in changing normal cells into malig: 
nant cells in a tissue culture by the production 
of anoxia for a short period. It would seem, 
therefore, that the carcinogenic substances pro- 
duce the change by interfering with the cellular 
respiratory phenomenon. From this point of 
view, histologic studies confirm the physiochemi- 
cal observations of Warburg, who long ago 
showed that cancerous cells have a modified 
metabolism and that their life is based partly 
on fermentative processes. 

In honor of the twentieth anniversary of the 
founding of the International College of Sur- 
geons, the mayor of Geneva presented Dr. Thorek 
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“possesses an augmented therapeutic ratio” 


heumatoid arthrit 


now available... the second new Schering corticosterol 
over cortisone and hydrocortisone 
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with a plaque for the Hall of Fame in Chicago. 

Cytochrome C in hunger states—Drs. Th. 
Beraud and A. Vanotti., of the Lausanne Univer- 
sity Medical Clinic, have studied variations in 
the cytochrome C level in starving rabbits. This 
enzyme is believed to perform an essential task 
in the chain of catalyzers of cellular respiration, 
and the doctors question whether the value of 
the respiratory pigment varies according to the 
strength of cellular combustion. They found a 
marked difference between the values of cyto- 
chrome C in the liver of rabbits that were fed 
and those that were not fed for 48 hours. It 
could be concluded that the cytochrome C level 
varies according to the tissues and the inten- 
sity of respiratory exchange; on the other hand, 
biosynthesis of the enzyme is essentially an in- 
dependent process and is not tied to the bio- 
synthesis of hemoglobin in the blood. During 
metabolic increase, the intensity of the cyto- 
chrome C synthesis is equal to that of the hemo- 
globin. Though the finer details of this biosyn- 
thesis are still unknown, such observations show 
how the organism is provided with means of 
adaptation to respond to cellular demands. 

New drug incom patibility—Outside the hos- 
pital environment, anticoagulant treatment with 
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coumarin sometimes runs into difficulties. Un- 
doubtedly, a repeated check on the prothrombin 
level is indispensable, but there are cases in 
which this test shows only imperfectly the status 
of the blood coagulability. Drs. P. Knobel and 
Y. Saudan, of the Lausanne University Medical 
Policlinic, report an interesting case in which im- 
portant changes in blood coagulability are shown 
(Schweiz. med. Wehnschr. 85:131, 1955). The 
highest values were reached when THIOMERIN® 
was given to the patient while under treatment 
with the anticoagulant marcoumar. In vitro, mer- 
cury as a cation precipitates marcoumar. Hence, 
the chemical properties of the two medicaments, 
Thiomerin and marcoumar, could explain the in- 
activation of marcoumar in vivo, perhaps by 
neutralization or even by precipitation. After dis- 
continuing Thiomerin and replacing it with non- 
mercurial diuretics, the prothrombin level could 
be reduced. It is interesting to observe the in- 
compatibility between Thiomerin and marcou- 
mar, and this incompatibility must be noted, for 
one could be tempted to use these two medica- 
ments in combination in cases of asystole with 
its frequent thrombo-embolic complications. We 
might justly suppose that such incompatibility 
(Continued on page A-60) 
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Flexible vitamin Biz therapy for patients of all ages 


Redisol. 


CRYSTALLINE VITAMIN By2 


Major ADVANTAGES: Increases appetite, helps patients gain weight. 
Stimulates hemopoiesis. Available as Elixir, Tablets and Injectables for 
maximum flexibility of dosage. Elixir and Tablets readily blend with 


milk, juices, infant formulas. 


Supplied as REDIsoL Soluble Tablets: 25, 50, 100 mcg.; cherry-flavored 
Elixir: 5 meg. per 5 cc.; Injectable: 30, 100, 1000 mcg. per cc. 
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also exists in relation to other derivatives of mer- 
cury or other drugs containing heavy metals. 

Annual meeting of the Swiss Society of 
Internal Medicine—This society, which unites 
the Swiss specialists of internal medicine, met 
on May 14 under the chairmanship of Professor 
R. Mach, director of the Therapeutic Clinic of 
the University of Geneva. The first day of studies 
was devoted to the antibiotics; Professor Gsell, 
of Basel, reviewed the new antibiotics and he in- 
sisted on the use of antibiotics in acute rheu- 
matic fever as a preventive measure. Finally, he 
discussed the critical position of the physician 
the minute he writes a prescription for an anti- 
biotic, and he indicated the six questions for 
which the physician has to have ready answers— 
(1) Is the antibiotic absolutely needed in this 
case? (2) Which is the most indicated antibi- 
otic? (3) How long and at what doses should 
this antibiotic be given? (4) Doesn’t the anti- 
biotic hazardously influence the immune reac- 
tions which would enable the organism to defend 
itself (scarlet fever, leptospirosis, salmonellosis) ? 
(5) Should the doctor be prepared for the ap- 
pearance of a resistance? (6) Could the anti- 
biotic produce secondary untoward effects? 

The second report, presented by Professor G. 
Bickel, of Geneva, explained the always impres- 
sive status of incidents and accidents which are 
caused in some persons by antibiotic medication. 

On the second day of the meeting some emi- 
nent specialists debated the problems of pituitary 
deficiency and mental anorexia. First Professor 
Sheehan, of Liverpool, presented details of the 
signs of pituitary insufficiency (which is not 
mental anorexia) and said this condition de- 
pended on destruction of the anterior lobe by 
ischemic necrosis in a woman at time of parturi- 
tion. Sheehan is completely opposed to the classi- 
cal description of pituitary cachexia; he believes 
there is no such thing, it is only an imagined 
disease. If a sick woman shows serious cachexia, 
it is most likely that she has an entirely normal 
pituitary. The true pituitary deficiency is marked 
by a normal state of nutrition; the breasts are 
of normal size; and the hairs are normal while 
the pubic hairs are scanty. It must be equally 
noticeable that these women are pale and there 
is no pigment around the areolae of the nipples. 
The symptoms of hypopituitarism are much the 
same in many respects as those of myxedema— 
lowered basal metabolism, feeling of cold, al- 
most complete lack of perspiration, important 
mental backwardness, swollen face, anemia. If 
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thyroid is given only the basal metabolisin js 
affected; but with the addition of cortisone the 
other signs also disappear. To judge by the effects 
of cortisone therapy, it seems that many of the 
symptoms that we habitually ascribe to thyroid 
insufficiency are in fact due to suprarenal defect, 
It is interesting to observe this synergistic effect 
of thyroid and cortisone. 

The paleness of these patients can be explained 
by the atrophy of the antepituitary which is un. 
able to secrete the intermedin. This was demon- 
strated by the reappearance of pigmentation in 
two patients who were treated with intermedin 
injections. Sheehan also studied the water and 
electrolyte metabolism and the effect of andro- 
gens in pituitary deficiency. He showed the great 
complexity of this entity, until now mistaken for 
mental anorexia or pituitary cachexia. 

Professor Luft, of Stockholm, who specializes 
in excision of the pituitary for treating certain 
types of cancer (breast and prostate) and certain 
forms of diabetes and hypertension, reported on 
the endocrine deficiencies that develop after this 
surgical intervention. From two to three weeks 
after the operation, the thyroid function is quick- 
ly depressed, while there is a drop in the urinary 
excretion of the 17-ketosteroids and corticoids. 
Finally, a certain degree of genital atrophy is 
also present. But one cannot see any cachexia. 
These insufficiencies can be compensated for by 
a combined medication with cortisone and thy- 
roid extract. 

In view of these organic diseases one has to 
consider mental anorexia which, in its classical 
form, is of an entirely psychic origin. Professor 
Loeffler, of Zurich, pointed out that there is an 
apparent emaciation, most of the time in wom- 
en, and it is the result of insufficient food intake 
owing to an obstinate refusal to eat. Mental 
anorexia is one of the purest and most easily 
understandable psychosomatic chains. of events. 

The hormonal therapy has no effect, except a 
masked psychotherapeutic action; hence, it is 
necessary to look at the psychotherapy of this 
affection. Dr. Charles Durand, of Prangins. 
showed that mental anorexia has psychotic. neu- 
rotic and conflictive forms. Each of these forms 
requires strict individual approach if it is to be 
treated with success. Indeed, there is no “one” 
therapy for mental anorexia, but a varied range 
of treatments starting with the different types of 
psychotherapy and ending with the biologic treat- 
ments (isolation psychotherapy, electric shock, 
narcoanalysis, psychoanalysis, etc.). 


POSTGRADUATE MEDICINE 




















by any measure 
it’s 


BARD-PARKER 
RIB-BACK 


SOR gee Bow .% See - 3 oy. ok 2 

















and by any measure it is just as true today as 
when our Company was founded ... in the 
purchase of B-P RIB-BACK SURGICAL 
BLADES you are provided with the most de- 
pendable cutting edges that modern scientific 
methods and the art of accuracy can produce 
... their performance in use is the answer to 
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ANOREXIGENIC INDICATED? 


consider this formula: 


Each AM PLUS capsule contains: 


this for will power: 

Dextro-Amphetamine Sulfate U.S.P................5 mg. 
these for nutrition: 

Vitamin A (Palmitate)...... 5,000 U.S.P. Units 
Vitamin D ose. Ergosterol) 400 U.S.P. Units 
Thiamine HCI U.S.P. 2 mg. 
Riboflavin U.S.P........ 2 mg. 
Pyridoxine HCI U.S.P.. " 0.5 mg. 
Niacinamide U.S.P.. So 20 mg. 
Ascorbic Acid U.S.P.. 37.5 mg. 
Calcium Pantothenate. . 3 mg. 
Calcium (from Dicalcium Phosphate). . 242 mg. 
Cobalt (from Cobaltous Sulfate) 0.1 mg. 
Copper (from Cupric Sulfate). . 1 mg. 
lodine (from Potassium lodide). . 0.15 mg. 
Iron (from Ferrous Sulfate) 3.33 mg. 
Manganese (fror:. Manganous Sulfate) 0.33 mg. 
Molybdenum (from Sodium Molybdate) 0.2 mg. 
Magnesium (from Magnesium Sulfate) 2 mg. 
Phosphorus (from Dicalcium Phosphate) 187 mg. 
Potassium (from Potassium Sulfate). 1.7 mg. 
Zinc (from Zinc Sulfate). 0.4 mg. 


1. Vernon, S.: Nutriticnal Deficiency, Clin. Med., Oct., 1950. 


consider this “obligation”’: 


“The treatment of obesity by diet... 
leaves the medical attendant with an 
obligation to maintain mineral balance 
as well as to avoid avitaminosis.’” 


FOR SAFE OBESITY CONTROL 


AM PLUS 


DOSAGE: Two or three capsules daily, one-half hour 
before meals. 
SUPPLIED: Bottles of 100 soft, soluble capsules. Pre- 
scription only. 
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Simpler, More Effective 
Combination Therapy 


in hypertension 


The combination of Rauwiloid with more potent hypotensive agents, 
such as Veriloid and hexamethonium, each in single tablet form, sim- 
plifies and makes more effective the treatment of advanced, severe 





forms of hypertension. 


' SIMPLER... because the physician need prescribe 
| only one medication and the patient need not 
cope with complicated dosage schedules. The flat 
| dose-response curve of the contained Rauwiloid 
permits dosage to be governed solely by the 
response to the more potent hypotensive agent 


in the combination. 


MORE EFFECTIVE ... because of the synergistic in- 
Huence of Rauwiloid on the potent hypotensive 
gents, thus permitting greater efficacy from 
! aller dosage. Side actions of these potent hypo- 
posive drugs are notably reduced. These com- 
ations are virtually free from allergic toxicity. 


OR 


RAUWILOID® + VERILOID® 
A Riker Single-tablet Preparation 
Indicated in moderately severe hyper- 
tension. Each tablet contains 1 mg. 
Rauwiloid and 3mg. Veriloid. 
Initial dosage, one tablet t.i.d., p.c. 
Available in bottles of 100 tablets. 


RAUWILOID® + HEXAMETHONIUM 
A Riker Single-tablet Preparation 

Indicated in rapidly progressing, otherwise 
intractable hypertension. Each tablet con- 
tains 1 mg. Rauwiloid and 250 mg. hexameth- 


onium chloride dihydrate. 
Initial dosage, one-half tablet q.i.d. Avail- 


able in bottles of 100 tablets. 
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To paraphrase Osler, 
“The diagnosis of es- 
sential hyperlipemia is 
not limited to the large 
hospital.” In many in- 
stances it is possible to 
diagnose this disease in 
the physician’s office 
with the aid of two test 
tubes, one for a blood 
specimen, the other for 


urinalysis. 


Office Diagnosis and Treatment 
of Essential Hyperlipemia 


ALFRED SOFFER* 





ALFRED SOFFER 


Clinical diagnosis and institution of ther- 
apy for essential hyperlipemia are urgent, for 
it recently has been noted' that this condition 
frequently is associated with premature athero- 
sclerosis as manifested, for example, by the 
symptoms of angina pectoris and intermittent 


*Electrocardiographer for the Genesee Hospital; Member of Cardiac 
Clinic, Rochester General Hospital; Attending Staff, Genesee and 
Rochester General Hospitals, Rochester, New York. 
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Genesee and Rochester General Hospitals, Rochester, New York 


claudication. Often, therefore, the patient 
with essential hyperlipemia is first seen by a 
general practitioner rather than by a derma- 
tologist. Furthermore, the surgeon must learn 
to be wary in the presence of essential hyper- 
lipemia, because it is another of the vexing 
conditions which simulate an “acute abdo- 
men” and which are medical rather than sur- 
gical emergencies. The pediatrician will dis- 
cover essential hyperlipemia to be the basis 
for some cases of hepatosplenomegaly. 
Essential or idiopathic hyperlipemia is 
characterized by serum which even in the 
postabsorptive state contains an abnormally 
large amount of neutral fat and which may, 
therefore, on standing, appear grossly milky 
(figure 1). There are usually, but not neces- 
sarily, elevated serum levels of cholesterol, 
cholesterol esters and phospholipids. Hyper- 
lipemia is called essential when it is found 
in the absence of diseases which are known 
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FIGURE 1. Serum of patient with essential hyperlipemia, 
demonstrating characteristic milky color, compared with 
serum from normal control patient. Both specimens were 
obtained in the postabsorptive (fasting) state. 


to be associated with a secondary hyperlipe- 
mia. These diseases are diabetes mellitus, 
lipid nephrosis, the nephrotic stage of glom- 
erulonephritis, thrombosis of the renal veins, 
pancreatitis, hepatic disease, obstructive jaun- 
dice, poisoning, anemias, anoxemia, von Gier- 
ke’s disease, cachexia, Niemann-Pick disease,” 
and induced myxedema; also with pregnancy. 
(Communication from George Kurland. ) 

The diagnosis of essential hyperlipemia de- 
pends on clinical observations and laboratory 
examination of blood serum. 


Clinical Observations 


No single pathognomonic sign of essential 
hyperlipemia exists, but a combination of 
findings may be highly suggestive. The physi- 
cian will not soon forget the striking picture 
that the ophthalmoscope may demonstrate in 
a case of essential hyperlipemia. The fundus 
which, in essential hyperlipemia as in diabetes 
mellitus, is labeled lipemia retinalis, manifests 
arterial and venous vessels which look nearly 
alike because of their common milky or sal- 
mon-pink color. Another clinical sign is the 
presence of inflammatory skin xanthomas 
which appear and disappear depending on the 
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height of hyperlipemia. These yellowish skin 
lesions may appear anywhere on the body, 
but are found chiefly on extensor surfaces 
(figure 2). Their specificity is marred early 
by the fact that when the characteristic jn. 
flammatory halo of rose-tinted discoloration 
leaves, they resemble the secondary xanthomas 
of diabetes mellitus, chronic pancreatitis, lip- 
oid nephrosis, von Gierke’s disease, biliary 
obstruction,” and familial hypercholesteremia.! 

Patients, not in the atherosclerotic age 
group, demonstrating signs or symptoms of 
cardiac or peripheral vascular difficulties 
should be checked for essential hyperlipemia. 
Scrutiny of the patient’s family may, because 
of a familial tendency toward essential hyper- 
lipemia, disclose serum hyperlipemia or a 
history of vascular disease in siblings or par- 
ents. With regard to abdominal manifesta- 
tions, Joyner’ noted that hepatosplenomegaly 
occurs in nearly all children who have essen- 


FIGURE 2. Secondary skin xanthomas on elbow of 38 year 
old man with essential hyperlipemia. (From Circulation 
10:260 [August] 1954.) 
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tial hyperlipemia. Liver or spleen enlarge- 
ment appears in one-half of adults who have 
this disease. Episodes of vomiting and acute 
abdominal pain, tenderness, and even rigidity 
may occur during the natural course of essen- 
tial hyperlipemia. The signs and symptoms 
usually appear in the upper abdomen, but 
may occur in any abdominal quadrant. Care- 
ful questioning may elicit a history of numer- 
ous such attacks in the past. A low fat diet 
can successfully replace the surgeon’s scalpel 
in these instances. 


Laboratory Examination of Serum 


The firm diagnosis of essential hyperlipemia 
must rest on the demonstration of an increase 
of neutral fat in serum taken in a postabsorp- 
tive state in the absence of diseases associated 
with secondary hyperlipemia. The physician 
who has no laboratory facilities can, how- 
ever, make an immediate, though tentative, 
diagnosis by looking for opalescent serum 
from a blood specimen allowed to stand for 
a few hours or from one centrifuged in a 
hematocrit tube. Only the more severe cases 
of essential hyperlipemia demonstrate gross 
serum opalescence. Simple urinalysis usually 
serves admirably to rule out the two most like- 
ly causes for secondary hyperlipemia, namely, 
nephrosis and diabetes mellitus. 


Treatment 


Specific therapy for essential hyperlipemia 
remains dietary rather than medicinal. Con- 
stant adherence to a low fat diet would appear 
to be mandatory even in the absence of ab- 
dominal crises, in view of the suspicion that 
atherosclerosis may be an episodic disease. 
No physician can promise protection to the 
most cooperative patient, but contrariwise, 
who can say that atherosclerotic plaques may 
not be formed during lapses in diet? 

Thannhauser* states that some adult essen- 
tial hyperlipemia subjects demonstrate “slight 
diabetes,” that is, occasional glycosuria, and 
Movitt and associates” noted that, “Whereas 
in idiopathic hyperlipemia with slight glyco- 
suria, a diet low in fat reduces hyperlipemia 
which fails to respond to insulin treatment, 
in hyperlipemia of severe diabetes the low fat 
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diet does not influence the lipemia notably, 
while administrations of insulin improves both 
the carbohydrate intolerance and the hyper- 
lipemia condition.” 

Murray and I' have utilized intravenous 
heparin in a prolonged study of seven patients 
with essential hyperlipemia and have recorded 
the profound, though unfortunately transient, 
effect of this agent on serum neutral fat. We 
feel it is premature to recommend heparin 
for widespread clinical application in essen- 
tial hyperlipemia. The place of heparin in 


abdominal crises has yet to be-reported. 


Summary 


In all age groups the diagnosis of essential 


hyperlipemia is of profound clinical impor- 
tance. Institution of a low fat diet in these 
patients may be both therapeutic and prophy- 
lactic, particularly since it is now recognized 
that essential hyperlipemia, when accompa- 
nied by hypercholesteremia, is associated with 
premature atherosclerosis. Clinical findings in 
this familial disease often include xanthoma- 
tous skin lesions, lipemia retinalis, hepato- 
splenomegaly and episodes of severe abdomi- 
nal pain. The final diagnosis depends on the 
laboratory demonstration of elevated neutral 
fat in postabsorptive serum in the absence of 
diseases associated with secondary hyperlipe- 
mia. The office diagnosis in cases of more 
severe essential hyperlipemia is easily ac- 
complished by observing the characteristic top 
layer of milky serum in a blood specimen 
which is centrifuged or allowed to stand for a 
few hours. Therapy consists of a low fat diet. 


In the preparation of this manuscript, Dr. Fred An- 


derson, Director of Laboratories, and Mr. Martin Mur- 
ray, Chief Chemist, Genesee Hospital, gave technical 
assistance. 
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Hypospadias 


C. D. CREEVY* 


University of Minnesota Medical School, Minneapolis 


En the male embryo the urethra begins as a 
fold on each side of the midline on the ven- 
tral surface of the phallus. These folds fuse 
from behind forward (figure 1). In hypo- 
spadias this process is arrested at some point 
between the midperineum and the glans 
penis. The incomplete portion of the urethra 
persists as a strip of modified mucous mem- 
brane. Its corpus spongiosum is converted to 
avascular fibrous tissue which is too short, and 
so acts like a bowstring to produce ventral 
curvature of the penis. The absent glandular 
urethra is represented by a pit beneath the tip 
of the glans penis (an incomplete fossa navic- 
ularis urethrae ). 

While the condition can be produced in 
the embryo of the experimental animal by 
giving estrogens to males or androgens to 
females, and while the clitoris enlarges to re- 


*Professor and Director, Division of Urology, University of Minnesota 
Medical School, Minneapolis, Minnesota. 


Presented before the thirty-ninth annual Assembly of the Interstate 
Postgraduate Medical Association at Minneapolis. 
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semble a hypospadiac penis in adrenal hyper- 
function in the immature female, the average 
patient with hypospadias presents no evidence 
of active endocrine dysfunction. The exciting 
cause of the condition remains unknown. 

The anomaly is important only if it so de- 
forms the penis as to prevent proper vaginal 
insertion or adequate deposition of sperm. It 
is said to inflict psychic trauma on its pos- 
sessor, but my experience indicates that it is 
the parents rather than the child who suffer 
the psychic insult. 

Hypospadias is classified according to the 
location of the external urinary meatus as 
glandular (a misnomer), penile, penoscrotal 
and perineal. The glandular variety does not 
constitute disability or require treatment. The 
patient portrayed in figure 2 was operated on 
because he wanted to join the Navy. For 
some obscure reason, glandular hypospadias 
was a bar to enlistment. 

Figure 3 represents typical penoscrotal hy- 
pospadias with hooded foreskin and_pro- 


POSTGRADUATE MEDICINE 





FIGURE 1. Folds on the ventral surface 
of the phallus fuse to form the male 
urethra. 


FIGURE 4, Perineal 
hypospadias. 
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FIGURE 3. Penoscrotal hypospadias. 


nounced ventral curvature of the penis. Fig- 
ure 4 illustrates the perineal type in a patient 
with undescended testes. Such individuals can 
be distinguished from pseudohermaphrodites 
by the fact that the latter have mixed second- 
ary sex characters, together with a persistent 
urogenital sinus. While this opens externally 
like a female urethra, it is formed by fusion 
of the urethra in front and of the vagina 
behind. 

There is no general agreement about the 
best age for surgical correction of the de- 
formity. It has been alleged that if the penis 
is not straightened in infancy it cannot be 
straightened at all. This is incorrect, since the 
operation is actually easier when the penis is 
fully developed. Another group favors opera- 
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FIGURE 5. Duplay’s operation for straightening the penis in hypospadias. 


tion in the preschool years so that the child 
will not be teased by his schoolmates. Actual- 
ly, | doubt that children are sufficiently con- 
scious of others’ genitalia to make this an 
important consideration. It may, however, be 
desirable to operate early to allay the parents’ 
anxiety and embarrassment. 

It is not feasible to straighten the penis 
and to construct a new urethra at one session 
except in glandular hypospadias, because the 
skin needed for the urethra has to be so thor- 
oughly mobilized in the course of the straight- 
ening that its blood supply would not be suf- 
ficient to keep it alive if it were fashioned 
into a tube. 

The essential part of straightening the 
penis is complete removal of the fibrous rudi- 
ment of the corpus spongiosum which pro- 
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duces the curvature. If this is done properly, 
the exact disposal of the mobilized skin is of 
secondary importance, so long as it is not 
removed. 


Straightening the Penis 


Figure 5 shows Duplay’s operation, which 
has served me best. A transverse incision is 
made through the skin of the ventral surface 
just behind the glans penis. Through it the 
fibrous band is removed. Occasionally the 
distal portion of the intact urethra is a little 
short and so contributes to the curvature. If 
so, one mobilizes this portion of the tube, en- 
circles the meatus, and displaces it backward 
into a new opening, thus allowing the shaft 
of the penis to move forward. In some cases 
the ventral portion of Buck’s fascia is short 
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Modification of Nesbit’s correction of hypospadias 
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FIGURE 6. Nesbit’s method. 


and has to be excised. Hemostasis must be 
meticulous. Spurters are tied with fine catgut, 
and smaller bleeders are lightly electrocoagu- 
lated. A groove is then made from the rudi- 
mentary fossa navicularis urethrae through the 
ventral aspect of the glans penis and lined with 
skin. The transverse incision is closed longi- 
tudinally with fine silk. The penis is wrapped 
loosely with VASELINE® gauze and then with 
sterile bandage. The glans penis is transfixed 
with monofilament nylon which is tied to a 
rubber band. A similar stitch affixes the rub- 
ber band to the abdominal skin just above the 
symphysis pubis. This holds the penis up for 
convenience in dressing and discourages swell- 
ing from venous stasis. 

An inlying catheter is used for a few days 
in very young patients. Older patients are al- 
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lowed to urinate. All receive penicillin and 
streptomycin for a couple of days, after which 
tetracycline is given during the remainder of 
convalescence. Removal of the dressing at the 
end of a week is followed by considerable 
edema of the skin which may take some weeks 
to subside. 

The other method of straightening which is 
widely used is that of Nesbit (figure 6). The 
diagram is clear enough so that no descrip- 
tion is required. In my opinion it leaves so 
much skin so unevenly distributed on the ven- 
tral aspect of the penis as to make future 
urethroplasty needlessly difficult. 


Urethroplasty 


It is generally agreed that there is no point 
in performing urethroplasty within a year of 
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straightening the penis, since it takes that long 
for changes in the mobilized skin to subside. 
If the penis is very small, it seems to me wiser 
to wait for some development. This can be 
greatly accelerated by the prolonged admin- 
istration of adequate doses of anterior pitui- 
tarylike substance, but since this may also 
arouse abnormal sexual desires | prefer to let 
nature produce the enlargement. While post- 
ponement may worry the parents, the resultant 
enlargement will make the operation easier. 

The second operation should probably be 
preceded and followed by the administration 
of an estrogen. Prevention of erection during 
the immediate postoperative period will in- 
crease comfort and aid in preventing disrup- 
tion of suture lines. 

A great many types of urethroplasty have 
been devised, each with its own virtues, but 
I shall limit my remarks to those which have 
satisfied me best. If the penis is well devel- 
oped and there is loose skin on its ventral 
aspect, | employ Cecil’s modification of 
Thiersch’s method (figure 7). The illustra- 
tion is self-explanatory. Flaps should be as 
thick as local conditions permit. Hemostasis 
must be absolute, and there must be no ten- 
sion whatever on the flaps. 

lf, after the urethra itself has been con- 
structed, one finds that the covering flaps are 
even a little tense, one should slit the whole 
foreskin dorsally down to Buck’s fascia, from 
the root of the penis to the corona. As Denis 
Browne has pointed out, the resultant gaping 


FicuRE 7. Cecil-Thiersch 
operation for performance 
of urethroplasty. 





wound will be covered rapidly with pliable 
skin. A small polyethylene tube (about 6 or 
8 French) with multiple perforations is left 
in the urethra to prevent, without tension, the 
accumulation of serum, and the penis is wrap- 
ped and attached to the abdominal wall as 
described under “Straightening.” Urine is di- 
verted by perineal urethrostomy, and tetra- 
cycline is given during healing. 

This method has yielded urethras without 
fistulas in about 60 per cent of cases. Since 
the urethroplasties which are less likely to 
produce fistulas require two stages, this is not 
a disadvantage, because 6 out of 10 will not 
require another operation. Moreover, most fis- 
tulas are easily closed (under local anesthesia 
if desired) without diversion of the urine (fig- 
ure 8). The same principles of thick flaps, 
meticulous hemostasis, and avoidance of ten- 
sion are observed, and antibiotics are em- 
ployed during recovery. — 

I have not felt it desirable to bring the 
urethra through the glans penis because of the 
latter’s strong tendency to contract postopera- 
tively and thus to require frequent dilatations 
for a long time. If the surgeon is anxious to 
do so, however, he may supplement the Cecil- 
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FicuRE 8. Fistulas resulting from urethroplasty are easily 
closed without diverting the urine. 





FIGURE 9. Young’s operation, to supplement the Cecil- 
Thiersch procedure. 
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Methods of closure of urethral fistula 


FicuRES 10 and 11. Results of Du- 
play’s straightening operation and 
Cecil-Thiersch urethroplasty. 








Thiersch operation with one of Young’s (fig- 
ure 9), the diagram being self-explanatory. If, 
however, the glans penis has been grooved as 
described under “Straightening,” and if the 
urethra has been brought to the ventral mar- 
gin of the glans penis, urine will be projected 
straight forward without spattering, so that 
tunnelling the glans penis seems pointless. 

Figures 10 and 11 show the result of a 
Duplay straightening and a Cecil-Thiersch 
urethroplasty for penoscrotal hypospadias aft- 
er 16 years, during which time the patient has 
fathered five children. He was 18 years old at 
the time of the first operation. This case illus- 
trates the fallacy of the idea that the penis 
must be straightened early. 

If one finds that there is not enough skin to 
cover the newly constructed urethra, it is wise 
to use Cecil’s modification of the Bucknall 
operation (figure 12). Bucknall’s original op- 
eration has been discarded because the floor 
of the urethra consists of hair-bearing scrotal 
skin. This hair continues to grow and may sup- 
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FIGURE 12. Cecil modification of Bucknall operation. 
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ply a nucleus for the formation of stone (fig. 
ure 13). While these may be removed “under 
the umbrella” of an antibiotic, the hairs pulled, 
and the skin sutured without diversion of the 
urine, such complications are undesirable and 
easily avoided. As is evident from figure 12, 
a second stage is necessary to liberate the 
penis from the scrotum. Culp has used this 
operation routinely in small children without 
an inlying catheter and without diversion of 
the urine. It is undoubtedly the most satisfac- 
tory method when the penis is small. 

One of my patients, aged 15 years, had 
been circumcised by an overzealous rabbi; it 
was obvious at the time of straightening that 
there would not be enough skin to cover a 
new urethra. Moreover, the penis was too long 
in relation to the scrotum for the Cecil-Buck- 
nall procedure. Therefore, on completion of 
the straightening, a tubular flap was con- 
structed from the scrotum, extending from be- 
hind the external urinary meatus to the left 
groin as suggested by Smith. The urethra was 
later constructed by the Thiersch pro- 
cedure. The scrotal flap was then de- 
tached from the groin, opened longi- 
tudinally and used to cover the new 
urethra, with excellent results. 

Of the other types of urethroplasty, 
two deserve mention because of their 
popularity, although I prefer the 
methods already described. Figure 
14 depicts McIndoe’s operation. A 
Thiersch graft is sutured, raw side 
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FIGURE 13. The hair-bearing scrotal skin of the 
urethral floor in Bucknall’s original operation 
may supply a nucleus for stone formation. 
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FIGURE 14. McIndoe’s 
operation for 
urethroplasty. 








out, onto a catheter or bougie. A tunnel is then 
made with a special trocar from the tip of the 
glans penis to a point just in front of the ex- 
ternal urinary meatus. The graft is inserted 
into the trocar, which is then withdrawn, leav- 
ing the graft to be sutured at each end to the 
skin. Unfortunately, a catheter or bougie has 
to be left in the new channel (while the pa- 
tient urinates through the old meatus) for six 
months to prevent the formation of strictures. 
This is such a nuisance for the patient as to 
preclude my using this ingenious method. Of 
course, the new urethra has to be joined to the 
old after six months. 

Currently popular is the method of Denis 

















FIGURE 15. Method of Denis 
Browne for urethroplasty. 


Browne, which involves an entirely new prin- 
ciple (figure 15). As his diagram shows, a 
strip of skin on the ventral aspect of the penis 
is covered by thick, loose lateral flaps. The 
sides and floor of the new urethra are raw, 
but epithelium soon spreads from the buried 
strip of skin to cover them in a few weeks. In 
my hands, at least, this yields more fistulas 
than do the methods I described earlier. They 
leave somewhat less to nature and more to the 
surgeon. 
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Kducation and Sedation 
in Menopausal ‘Therapy 


HARRY S. FRIEDLANDER 


New York, New York 


Peruaps one of the 
greatest advances in 
medicine in recent 
years has been our 
growing understanding 
of the influence exerted 
by the mind on the 
body and its operation. 
Emotional stress, wor- 
ry, anxiety and anxi- 
ety-tension complicate 
every disease picture 
we see. These alone 
may be responsible for the condition for which 
treatment is sought. Very often they are at 
least among the causative factors. In almost 
every case they help to make the condition 
worse, or to prolong it. 

My purpose here is practical—to contribute 
my personal experiences in the treatment of 
menopausal symptoms, which may be helpful 
to those engaged, as I am, in active general 
practice. 

The severity of symptoms at the menopause 
seems to have a direct relationship to emo- 
tional stress—the greater the stress, the great- 
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er the number and severity of hot flushes and 
the greater the irritability, nervousness and 
depression.’ Terhune’ said, ““The recognition 
of the medical importance of anxiety is the 
latest concept of medicine.” I agree. Particu- 
larly in the menopause, treatment of the emo- 
tional stress is an essential part of therapy. 
Stress occurs in a very large percentage of 
those patients whose symptoms are severe 
enough to warrant consulting the doctor. 

Not so many years ago treatment consisted 
almost entirely of administering estrogenic 
hormones. In my experience they are neces- 
sary in about one patient in every 10, and 
then only for a very limited time to control 
excessive vasomotor symptoms. 

Generally speaking, the menopause is a 
transitional period—it is not a time of sud- 
den change. Cessation of cyclic internal bleed- 
ing does not mean the immediate occurrence 
of regressive changes in the anatomy of the 
general system. As Taylor’ pointed out, suffi- 
cient estrogen is usually provided to prevent 
significant atrophy of structures. 

The changes that do take place in the repro- 
ductive system occur gradually. The admin- 
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istration of estrogens will, it is true, soften 
the impact of these changes in many cases, 
but only at the expense of prolonging the 
period of adaptation. 

C. L. Burton of Yale Medical School stated 
at the June 1954 meeting of the American 
Geriatrics Society that only 10 to 15 per cent 
of the symptoms presented at menopause are 
really due to estrogen withdrawal, adding that 
headaches, lassitude, depression and insomnia 
are unrelated to hormonal factors. 

The multiplicity of symptoms which do oc- 
cur at the menopause probably may be large- 
ly ascribed to autonomic imbalance. We know 
that the menopause does affect both the cen- 
tral, or voluntary, and the autonomic, or in- 
voluntary, nervous systems, but the autonomic 
is apparently more disturbed—understandably 
so, since the autonomic is so largely affected 
by the emotions. With this in mind, and after 
thorough physical examination has disclosed 
no definite pathology, my treatment method 
has consisted essentially of two factors: edu- 
cation and sedation. 


Education 


I prefer the word education to the term 
psychosomatics, although part of the therapy 
is essentially psychosomatics. The task of the 
physician in these cases is to give the women 
the facts about what is going on and how the 
change should affect their later life, and also 
to seek out, explain the importance of and 
treat emotional stresses which make the symp- 
toms worse than they should be. 

First, the whole process should be explained 
to the patient. She must be told what is nor- 
mal and asked to report any variation from 
the normal. She must be encouraged to un- 
derstand that she has not reached the end of 
the road, but a turn in the road. This turn 
means solely that she will not be able to have 
any more children. She will, however, be able 
to continue her life, sexually and in every 
other way, just as before. Unhampered by 
possible worries about more children, she may, 
as is true of many women, find she is entering 
a period of greater contentment and accom- 
plishment than ever before. 

The patient should be encouraged to re- 
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gard her symptoms for the most part as en- 
tirely normal, and to live with them without 
undue worry. It would be unusual for a wom- 
an not to experience hot flushes and sweats at 
this time. In fact, their absence would warn 
against the existence of the menopause.® 

Since women nowadays seem to know so 
much about hormones, it is well to give them 
a brief but very factual explanation of the en- 
docrine changes which are occurring, and to 
explain to them that treatment with hormones 
can seldom do more than cushion the change 
at the expense of prolonging the time neces- 
sary to complete it. 

It is important to uncover, if possible, any 
emotional factors which may be complicat- 
ing the menopause. All too often we find, as 
Novak* has pointed out, that this phase of 
life is markedly infiltrated and confused by 
symptoms and ideas that have no physical 
foundation. Novak said, “Some familiarity 
with prevalent folklore and misconceptions 
pertaining to the menopause not only is of 
academic interest but can be utilized for more 
effective therapeutics than any other single 
agent.” He rightly suggests that even the lay 
expression “change of life,” implying as it 
does a radical transformation in woman, may 
lead to many subjective symptoms. 

Many women have grown up with a dis- 
torted sense of sexual values or with an abun- 
dance of sexual misinformation. I usually sus- 
pect this when the history discloses years of 
premenstrual tension. Correcting misconcep- 
tions and the mental stress they can cause is 
an important part of education therapy. 

In many cases emotional stress has its foun- 
dation in financial worries and marital or fam- 
ily discord. 

Klingensmith® estimates that psychologic 
alterations of some degree occur in about 80 
per cent of women. Most women tend at this 
time to magnify small problems out of all pro- 
portion, and they are apprehensive of cancer 
or some other serious illness. They are irrita- 
ble, jittery and frustrated because family and 
friends fail to understand. Some are bored and 
feel useless now that their children are off 
their hands and the husband is usually well 
established in business. 











In almost every case there is some emotion- 
al element involved, and the only way to find 
it is to do what every doctor in general prac- 
tice finds difficult—take all the time necessary. 
The more time spent with the patient at her 
first visit the better. It takes time plus sym- 
pathetic understanding and reassurance to 
create the state of mind essential for success- 
ful management of these patients. It takes 
time also for the physician to “get the feel of 
the patient.” 


Sedation 


The second essential element of treatment 
is sedation. Education alone seldom suffices to 
control symptoms immediately. Some addi- 
tional assistance is usually necessary during 
the period of mental reorientation. With the 
sedatives I would include also the judicious 
use of estrogens. Sometimes you cannot get 
by without estrogens, and when you have to 
use them, it should be with the understanding 
that they are to be used only as a temporary 
measure. The sedatives I prefer are SECONE- 
siIn® and CARBRITAL®. Seconesin, a combina- 
tion of mephenesin and secobarbital, is an ef- 
fective, safe, daytime sedative. I prescribe 
Carbrital for patients who have difficulty sleep- 
ing at night. 


Case Reports 


The following case histories, taken from 
records of 30 of my patients treated during 
the past 18 months, illustrate the methods I 
use in the normal menopause; that is, for pa- 
tients in whom no definite pathology exists. 

Case 1—This patient, typical of six seen 
during this period, had a history of severe 
premenstrual tension. She had had dysmenor- 
rhea for the past 10 years, with irregular 
menses and amenorrhea for the past six 
months. She was 42 years old, married and 
mother of two children, one nine and the other 
14 years of age. She complained of feeling 
depressed for the previous three months. 
Other complaints were headaches and occa- 
sional dizziness, sensation of a “lump in the 
throat” when swallowing, and occasional hot 
flushes, nervousness and emotional tension. 
The physical and laboratory findings were nor- 
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mal. Her blood pressure was 146/82. 

During the course of a lengthy consultation 
while I listened sympathetically to her com- 
plaints, she relaxed and confided to me her 
fears and worries. She had a feeling of use- 
lessness. She was convinced she was not to 
live long and she worried that her children 
would be motherless. She told me that both as 
a child and in her youth she, had been high- 
strung, nervous and irritable. For as long as 
she could remember she had had severe pre- 
menstrual cramps. (In my experience reports 
of severe premenstrual cramps are indicative 
of some emotional maladjustment, even though 
the underlying reason may not be uncovered 
during the necessarily limited time available. ) 
Her present family life appeared to be good— 
her husband was very considerate of her com- 
plaints, and he made a good salary. 

By detailing to some extent my physical 
findings and laboratory reports, I was able 
to reassure and convince her that she was es- 
sentially a normal, healthy woman and need 
not worry about an early death. I gave her a 
detailed explanation of the changes she was 
experiencing, and told her that during this 
period certain symptoms were completely nor- 
mal, including hot flushes. I assured her that 
between us we could keep the discomfort to a 
minimum. 

Even though this consultation was lengthy, 
it took one or two more visits before the pa- 
tient completely accepted her condition as 
normal. Sedative therapy was used during 
this reorientation period. Since she was tense, 
both emotionally and physically, Seconesin 
was prescribed, one tablet three times a day 
after meals, as the only medication. This com- 
bination of relaxant mephenesin (400 mg.) 
with sedative secobarbital (30 mg.) is one 
that is very useful for emotionally tense or 
anxious patients.” It relaxes and calms with- 
out making patients sleepy or drowsy, there 
are no known contraindications, no serious or 
undesirable side effects, and patients do not 
develop a tolerance to it. In almost every 
case in which I have used Seconesin, subjec- 
tive improvement has been sensed early; the 
patients experience a sense of well-being. 

In this case the patient responded well. 
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Within a few days the dizzy spells subsided, 
headaches were no longer unbearable, the 
“lump-in-the-throat” sensation disappeared, 
and ihe feeling of depression subsided. After 
three weeks, the dosage was reduced to one- 
half tablet three times a day after meals and 
continued for nine weeks longer. By the end 
of the period all distressing symptoms were 
under control, hot flushes had disappeared, the 
patient was relaxed, and she was no longer 
worried or apprehensive. Medication was dis- 
continued, and the patient was instructed to 
take it for a day or two whenever symptoms 
recurred. No hormone or other therapy was 
used in this or similar cases. 

Case 2—This patient, typical of those in 
whom insomnia was particularly distressing, 
was 46 years old, married, and had three 
grown children. She complained of hot flush- 
es, insomnia, irritability, lassitude and a feel- 
ing of “going insane.” She told me that when 
she attempted to fall asleep her mind seemed 
to wander. She was restless at night and her 
sleep was disturbed. She was always tired when 
she awoke in the morning, and for the past 
several months had become very nervous, ir- 
ritable and argumentative with the least prov- 
ocation. She had a feeling of loneliness and 
was very depressed. Physical examination and 
laboratory findings revealed no abnormalities. 
Her history disclosed amenorrhea for the past 
seven months. Previously her menses had al- 
ways been regular, but she had always experi- 
enced feelings of nervousness, apprehension 
and tension for two or three days before her 
periods. Here again education and reassur- 
ance, plus the time necessary to explain the 
situation, were essential elements of treatment. 

Since this patient’s most distressing symp- 
tom was insomnia, she was given Carbrital, 
one KAPSEAL® (4 gr. carbromal, 11% gr. pen- 
tobarbital) at bedtime, and Seconesin, one 
tablet three times a day after meals, to control 
the irritability and nervous manifestations. 

Improvement was noticeable within two to 
three weeks. She was more understanding of 
her condition and no longer feared insanity. 
She felt more useful again to her family and 
community, had ‘more vitality and a desire 


to do things. The hot flushes subsided. The 
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dosage of Carbrital was reduced to one half- 
strength Kapseal at bedtime for two more 
weeks and then it was no longer necessary. 
Seconesin was continued for a total period of 
12 weeks, using the same dosage throughout. 
At this time all symptoms were under control 
and further therapy was unnecessary. 

Case 3—This patient was one of three in 
whom hormones were found necessary to con- 
trol excessive vasomotor symptoms. She was 
40 years old and her symptoms included se- 
vere hot flushes and sweats for the previous 
year and a half, associated with extreme nerv- 
ousness, tension, severe headaches and feel- 
ings of depression and “all aloneness.” For 
three days before her visit she had had a pain 
over her heart, unassociated with effort, meals 
or emotions. Three months earlier she had had 
a hysterectomy because of fibroids. Her ova- 
ries were not removed. 

Physical examination revealed an obese 
woman with a lower abdominal scar from the 
recent operation. Blood pressure was 152/85. 
The examination and laboratory tests did not 
indicate any abnormalities. 

In this type of patient, the abrupt changes 
in endocrine balance are generally accom- 
panied by more severe symptoms, particularly 
in patients whose histories reveal they are 
nervous, excitable and emotional. 

Treatment consisted of reassurance, educa- 
tion and sedation, with special attention at 
the first consultation to a detailed account of 
the endocrine changes which occur at the 
menopause and the adjustment of the body to 
these changes. I explained how these changes 
cause certain symptoms, and how normal it is 
to expect the symptoms to be more severe in 
cases like this where the changes are neces- 
sarily more abrupt than normal. Once the pa- 
tient understood this and was convinced that 
her symptoms did not indicate any abnormal 
and frightening disease, she became less fear- 
ful and apprehensive. I prescribed Seconesin, 
one tablet three times a day after meals and 
one tablet on retiring. Within 10 days her 
headaches, tension and anxiety had subsided. 
The flushes and sweats continued to be annoy- 
ing, although they had subsided somewhat. 
Minimal doses of natural estrogens were given 
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orally, and within four to six weeks all symp- 
toms had subsided. No further estrogens were 
necessary in this case, although Seconesin was 
continued for a total period of about three 
months. She was told that if the flushes re- 
turned and were bothersome, hormone treat- 
ment would be resumed. 

Novak°® has reported that he found it neces- 
sary to use estrogen therapy to relieve really 
severe and distressing vasomotor symptoms in 
only 10 per cent of his cases. This has been 
my experience also. In this small percentage 
of cases, whether or not the patients are surgi- 
cal castrates who do not respond adequately 
to education and sedation, I use estrogens in 
minimal dosage for a limited time only. I pre- 
fer 17-ethinyl estradiol, 0.02 mg. orally, twice 
a day, increased to three times a day if symp- 
toms do not subside readily. In my experience, 
when hormones are given with the explana- 
tion that they cushion the symptoms at the ex- 
pense of prolonging the period of change, it is 
usually not long before the patient learns to 
manage without them. 

Case 4—This case illustrates the influence 
of emotional stress on the severity of meno- 
pausal symptoms. It is one of five I have had 
during the past 18 months in which the his- 
tory, treatment and progress have been very 
similar. 

The patient was 40 years old, married and 
had one child. Physical findings were essen- 
tially negative, and the usual menopausal 
symptoms were quite severe. Her history dis- 
closed a stormy marital relationship, with con- 
stant misunderstandings, arguments, quarrels 
and bickering with her husband for several 
years. Menstrual history revealed occasional 
mild dysmenorrhea for two to three days pre- 
ceding menstruation. Menstruation had been 
regular until eight months before this visit, 
when it became scanty and delayed, with 
amenorrhea for the past three months. 

With this patient it was necessary to ex- 
plain at length not only the normal, natural 
changes which were taking place, but also 
the influence on her condition of the purely 
emotional stress resulting from the domestic 
difficulties. No other therapy was necessary in 
this case apart from one tablet of Seconesin 
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three times a day after meals for a period of 
three weeks, followed by one-half tablet three 
times a day for an additional 10 weeks. Symp- 
toms subsided satisfactorily, and the under- 
standing of the influence of the continued 
quarreling at home resulted in the patient’s 
making a zealous effort to prevent it. 

Perhaps we do not fully realize the good it 
does to allow patients to unburden themselves 
of their worries and troubles. I have found a 
sympathetic listener is like a safety valve 
which lets off a dangerous head of steam. Once 
the pressure is released and patients regain 
confidence and assurance, they usually cooper- 
ate well and respond to treatment satisfactorily 
and uneventfully. 


Summary 


The cases reported have been selected from 
a series of 30 which were successfully man- 
aged by education and sedation during the 
past year and a half. 

The education consisted of giving each pa- 
tient all the time and all the information nec- 
essary in order that she might know what 
was happening and understand that the meno- 
pause is natural, normal and definitely not 
something to cause fear, apprehension and 
anxiety. 

In the cases involving a tendency to obesity, 
the usual dietary suggestions were given. 

Sedatives consisted of Seconesin to relax 
physical and emotional tension; Carbrital to 
overcome severe insomnia in those cases where 
it was particularly troublesome. Minimal doses 
of natural estrogens, orally, were used for a 
limited time only, when vasomotor symptoms, 
hot flushes and sweats could not be reduced 
sufficiently without them. 
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CeERvIcAL arthritis 
and cervical disk syn- 
dromes would be better 
described by the term 
“cervical syndrome.” 
A large number of the 
disabling conditions of 
the arms, shoulder and 
neck, and many head- 
aches, are due to cervi- 
cal root irritation. Cer- 
vical root irritation is 
far more common than many of us realize un- 
til we analyze a large series of cases. 

The term cervical arthritis is universally 
applied to degenerative lesions of the cervical 
spine. Unless generalized hypertrophic arthri- 
tis is present, involvement usually is limited 
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to a segment of the cervical spine. Prolifera- 
tive changes frequently are secondary to disk 
degeneration and to mechanical derangement 
of the cervical spine. 

For an adequate understanding of the physi- 
ology and mechanics of cervical nerve root 
irritation, one must have some realization of 
the anatomy of the cervical spine. 

The cervical spine allows a great range of 
movement in all directions with perhaps the 
greatest movement being between the first and 
second vertebrae, whereas the head and first 
cervical vertebra move somewhat as a unit. 
The greatest vulnerability to stress and injury 
occurs between the fourth and fifth, and fifth 
and sixth cervical vertebrae. According to 
Jackson, hyperextension stress is greatest be- 
tween C4 and C5, whereas flexion stress is 
greatest between C5 and C6. 

The cervical vertebrae are unique in that 
there are five pair of joints connecting each 
vertebra in comparison with three pair in the 
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FIGURE 1. Slight subluxation between the fifth and sixth 
cervical vertebrae. 


thoracic and lumbar spines. There are two 
posterior joints at the posteroarticular proc- 
esses and two lateral joints which are not 
found in other portions of the spine. These 
joints are synovial in type and are formed 
by an upward projection of the posterolateral 
portion of a vertebra with the tapering of 
the posterolateral inferior portion of the verte- 
bra above. The fifth joint is formed by the 
bodies of the vertebrae with the intervening 
intervertebral disk. The intervertebral space 
is wider anteriorly than posteriorly to permit 
forward curve of the spine. The interverte- 
bral foramina, through which the nerve roots 
exit, are ovoid in shape. The posterior wall is 
formed mainly by the superior articulating 
processes of the vertebra below. The roof and 
floor of each foramen is formed by grooves 
in the vertebral arches. The roof is wider than 
the floor. The anterior wall is formed by the 
lateral portion of the bodies and by the mar- 
gins of the intervening or posterolateral joints. 
The nerve roots pass directly over the postero- 
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lateral margins of the lateral intervertebral 
joints. It is at this point that much of the 
cervical nerve root irritation occurs. Since 
this is a synovial joint, it is prone to calcium 
spur or osteophyte formation in injury or 
disease. The nerves fill the foramina com- 
pletely in the anterior and posterior directions 
and, because of this, they are easily com- 
pressed or irritated by hypertrophic spurs or 
by inflammatory reaction in the foramina. 

The cervical vertebrae are united by dense 
ligaments; because of the range of motion of 
the cervical spine, sudden abnormal move- 
ment will stretch these ligaments and permit 
a certain degree of subluxation. Careful x-ray 
examination will reveal some degree of sub- 
luxation in practically all patients with the 
cervical syndrome (figure 1). The cervical 
nerve roots receive Gray rami communicans 
from the cervical sympathetic ganglia. Cervi- 
cal nerve root irritation through reflex stimu- 
lation of the sympathetics may cause blurring 
of vision, dilation of the pupil, loss of balance, 
headaches, circulatory changes in the shoul- 
ders, arms and hands with swelling and stiff- 
ness of the fingers, and even diaphragmatic 
pain. Frozen shoulders or sympathetic dys- 
trophies may result from cervical nerve root 
irritation and reflex sympathetic stimulation. 

A common cause of cervical arthritis and 
cervical nerve irritation is the whiplash in- 
jury. Accurate case histories will show that 
the majority of patients who complain of 
shoulder, arm or neck pain or occipital head- 
ache of cervical origin have had some kind 
of whiplash injury. Automobile accidents in 
which the car comes to a sudden stop may 
force the head to snap forward and backward 
in acute hyperflexion and hyperextension. As 
a result of this sudden lashing of the neck, 
the capsular ligaments of the vertebrae may 
be stretched or torn to allow subluxation, spur 
formation or nerve root compression. Sudden 
jerking on the arms or shoulders may be an- 
other cause of cervical syndrome. 

While many neurologic surgeons believe 
that cervical nerve root compression frequent- 
ly is produced by protruding or herniating 
cervical intervertebral disks, I believe that 
such herniation is not common. The amount 
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of disk in the cervical intervertebral spaces 
is scanty (0.8 to 1.2 cc.), and posterolateral 
protrusion is limited by the posterolateral 
joint of von Luschka in which the upper pro- 
jection from the vertebra below guards the 
intervertebral foramen from material extrud- 
ing from the intervertebral space. Also, the 
structure of the posterior longitudinal liga- 
ments and the annulus fibrosus of the disks 
render a herniation of the cervical disk, either 
posterior or posterolateral, relatively unlikely. 
On the other hand, subluxation of the spine, 
even though minimal, plus the resultant disk 
injury and degeneration are considered to be 
responsible for spur formation at the postero- 
lateral synovial joint. This spur formation, 
like extruded disk material, will compress the 
emerging cervical nerve roots and result in 
nerve root irritation. In a similar manner, in- 
flammatory changes at the posterior or pos- 
terolateral joints may cause nerve root com- 
pression. Hyperextension of the neck causes 
narrowing of the anterior and posterior verte- 
bral foramina and may cause nerve root irri- 
tation and chronic nerve root compression. 
For example, a sudden pull on the arms or 
anything producing a forward thrust of the 
body can have a whiplash effect on the head 
and neck. 

Ninety per cent of patients with symptoms 
of cervical syndrome will give a history of 
either recent or old injury. In the majority 
of patients symptoms are mild at first, with 
gradual progression of neck pain and stiffness 
over a period of years. The pains may be 
sharp, dull, pulsating, burning or annoying. 
While pain may be constant, it is frequently 
most marked when the head is moving or held 
in the extended or hyperextended position. 
While pain and stiffness in the neck are the 
most common and frequently constant symp- 
toms, pains may radiate to the head, shoul- 
ders or arms as a dull ache or a sharp, shoot- 
ing pain. Numbness or tingling may follow a 
sudden, sharp, radiating pain or it may be a 
constant symptom. Headache starting in the 
back of the neck or base of the skull and 
radiating up the side of the head to the eyes 
may be a symptom of upper cervical injury 
and nerve root compression. Pain or pulling 
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FIGURE 2. Reversal of normal cervical curve, with calci- 
fied spurs encroaching on neural canal between the fifth 
and sixth cervical vertebrae. 


FIGURE 3. Disk degeneration and bridging between the 
fourth and fifth cervical vertebrae, with spur encroach- 
ing into neural canal between the sixth and seventh 
cervical vertebrae. 








FIGURE 4. Anteroposterior lateral views of the neck in the hyperextended, normal and hyperflexed positions. 


sensation in the eyes is due to sympathetic 
stimulation of the orbital muscle. Blurring 
of vision may occur. Other symptoms result- 
ing from involvement of the upper cervical 
nerve roots are loss of balance which increases 
when lying down, palpitation of the heart, 
shortness of breath, pain in the upper chest, 
and pain and swelling of the fingers. The 
symptoms are aggravated by poor posture, 
head and neck movements, particularly hyper- 
flexion, coughing, sneezing or straining, and 
they are always worse at night because of poor 
sleeping posture. They are usually relieved by 
movement which increases the posterior inter- 
vertebral space, such as traction or slight 
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flexion during mild traction. 

X-ray examination will show evidence of 
cervical nerve root compression by narrowing 
of the intervertebral space, loss of the normal 
curve, and encroachment on the neural canal 
by spur formation (figures 2 and 3). X-rays 
should include anteroposterior lateral views 
of the neck in the normal, hyperextended and 
hyperflexed positions (figure 4), and oblique 
projections for nerve canal visualization (fig- 
ure 5). The oblique views are the most im- 
portant to demonstrate nerve root compres- 
sion (figure 6). Myelographic examination by 
means of PANTOPAQUE® or air visualization 
is indicated in those cases in which pain and 


FIGURE 5. Oblique views of 
the neck for visualization ef 
nerve canal. 
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FIGURE 6. Oblique views showing nerve root compression. 
a. Klippel-Feil anomaly between the fifth and sixth cervical vertebrae, with minimal 
degenerative changes involving the first and second vertebrae. 
b. Marked degenerative arthritic spurring with nerve root compression between the 
fifth and sixth cervical vertebrae. 
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FIGURE 7. Myelograms showing de- 
fects which were later successfully 
treated surgically and with acrylic 
stabilization. 
a (left). Defect between the fifth 
and sixth cervical vertebrae. 
b (right). Soft, bulging disk 
partially blocking the canal 
with calcified bridging be- 
tween the fourth and fifth 
lumbar vertebrae. 





disability persist or are aggravated by non- 
surgical treatment (figures 7 and 8). When 
Pantopaque is used, the head must be kept 
acutely hyperextended during the examina- 
tion to prevent the oil from entering the in- 
tracranial cavity. The Pantopaque must be 
removed following myelography. 


FIGURE 8. a. Cervical myelogram showing column defect 
at site of calcified spurs. Surgical removal resulted in 
almost complete relief of-symptoms after other nonsur- 
gical treatment failed. b. Acutely ruptured disk between 
the fourth and fifth lumbar vertebrae in the same patient. 
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Pressure over the neck is painful, and down- 
ward pressure on the head with the head hy- 
perextended or tilted to the opposite side will 
produce pain. Acute flexion also is painful. 
The head and neck movements are limited in 
range, and tenderness on pressure at the site 
of nerve root involvement is almost constant. 
The head is usually flexed and tilted away 
from the site of pain and subluxation with the 
chin pointing to the side. Movement of the 
head out of this position aggravates the pain 
and muscle spasm. In severe or prolonged 
involvement, muscle and joint fibrosis with 
edema and swelling may occur. Sensory re- 
flex changes take place whea the nerve roots 
are severely compressed, in which case ten- 
derness over the muscles innervated by the in- 
volved nerves is common, 


Nonsurgical Treatment 


The treatment of the cervical syndrome de- 
pends on the type and duration of symptoms 
and on the findings; no one plan will cover 
all cases. Traction and physical therapy gen- 
erally constitute the most beneficial forms of 
treatment. There is some difference of opinion 
among physicians as to the most suitable type 
of traction, but, based on anatomic and physi- 
ologic findings, head traction in the neutral 
or very slightly flexed position is most eff- 
cient. The purpose of traction is to spread 
the interspace and widen the nerve root canals. 
Hyperextension or hyperflexion will cause nar- 
rowing of the canal even though the inter- 
space is increased. Traction may be employed 
continuously or intermittently. When possible, 
hospitalization with continuous traction for a 
period of a few days to two weeks is desirable. 
In this way, needed rest and relaxation are 
obtained along with relief of pain. The patient 
should be in the slightly jackknifed position 
with the back rest elevated 15 to 20 degrees 
and a knee rest or folded blanket placed under 
the knees in a position to allow comfortable 
thigh flexion. Sufficient sedation for absolute 
comfort is essential the first 48 hours, follow- 
ing which very little sedation is required. 

The weight and type of head traction ap- 
paratus are important factors. The halter trac- 
tion apparatus with a spreader at least 14 in. 
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wide is the most satisfactory. The spreader bar 
is important to keep the halter pressure off the 
cheeks and ears. The occiput and chin should 
be well padded with sponge rubber or suitable 
soft material. | have designed a simple head 
halter* which maintains the pull on the occi- 
put to a greater degree than on the chin. A 
forehead strap helps maintain the occipital 
traction, thus relieving some of the chin pull. 

From 4 to 8 lb. of weight are used during the 
first 48 hours, during which time the patient 
is allowed to be out of traction for toilet privi- 
leges or when necessary for relief. After the 
first 48 hours, the weight is increased to 15 
lb., depending on the patient’s ability to with- 
stand it. After the fourth day, intermittent 
traction is also used for five minute periods 
twice each day, during which the pull is in- 
creased to 50 lb. alternately for 20 to 60 sec- 
onds with 20 to 60 seconds release of trac- 
tion. Moist heat is applied to the back of the 
neck several times daily during the entire hos- 
pital stay, and light massage is given to the 
neck muscles twice a day. When severe neck 
or nerve root pain is present, procaine infil- 
tration into the muscles at the site of tender- 
ness is given following premedication with 3 
er. of a suitable barbiturate. 

After hospitalization has been completed, 
the patient is given intermittent traction for 
10 minute periods three times a week. From 
35 to 60 lb. of weight are used for 20 to 30 
second intervals, with 20 second periods of 
relief during which time heat is applied to the 
back of the neck. Patients are taught to apply 
their own traction by a pulley, block and 
tackle arrangement. This has been found to 
be quite suitable, although the Tractolator, 
designed by Judovich and Yellin, is perhaps 
more efficient. Intermittent traction is applied 
with the head in a neutral or slightly flexed 
position. The duration of treatment depends 
on the individual patient and on the time re- 
quired to relieve symptoms and to maintain 
that relief. A traction apparatus may be set 
up in the patient’s home with gratifying re- 
sults. Patients are followed by x-ray examina- 
tion once a month during the period of active 
treatment. 


*Produced by House of Bidwell, Milwaukee, Wisconsin. 
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During and following the period of inter- 
mittent traction, when the patient is ambula- 
tory, postural exercises and training are ex- 
tremely important. Hyperextension of the neck 
must be avoided even if this necessitates im- 
mobilization by a collar, either wrap-around 
or fixed, or by a brace. The stooping or round- 
shouldered position should be corrected by 
bracing or by postural training, because in 
such a position there is compensatory hyper- 
extension of the head and neck. Sleeping with 
a contour pillow or rolled blanket under the 
neck helps to restore a physiologic cervical 
curve. Head exercises, using light traction of 
about 4 Ib. or with the head hanging down 
while the patient is on his hands and knees, 
aid in restoring neck mobility and in improv- 
ing the cervical curve. The movements consist 
of gently tilting the head backward and then 
forward and then to each side, followed by a 
general movement of the head in a rotating 
manner on the cervical spine. Performing this 
exercise in the hanging-head position is some- 
times very bothersome to the patient, and, for 
this reason, the use of light traction to open 
the interspace accomplishes the same result 
with less distress. 

Heat and massage to the muscles of the 
neck and shoulders aid in reducing the pain 
and discomfort of muscle spasm and allow 
relaxation. Drugs are seldom necessary for 
this purpose, although aspirin or aspirin with 
small amounts of codeine added is occasional- 
ly necessary for pain relief. ACTH and corti- 
sone are rarely needed. 

The pain, swelling, edema and trophic 
changes, including frozen joints, are best re- 
lieved by sympathetic blocking. When the 
sympathetic dystrophy changes are of severe 
intensity, chemical or surgical sympathectomy 
may be indicated. 


Surgical Treatment 


When adequate physiologic nonsurgical 
treatment is used sufficiently early, surgical 
interference is seldom, if ever, necessary. How- 
ever, correction of persistent sympathetic dys- 
trophies by upper sympathectomy is advis- 
able. Extruded disk fragments which compress 
either the spinal cord or the emerging nerve 
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roots require surgical removal. Traction fre- 
quently aggravates these symptoms, as its ac- 
tion is similar to that of tightening a violin 
string over the bridge. Nerve root compression 
due to calcified spurs often can be relieved 
only by decompressing the nerve root by re- 
moving either its bony roof or the calcified 
spur, or both. Mayfield has recently described 
an operation for removal of the spurs. I have 
used this operation in three cases with quite 
satisfactory results (figures 2, 7 and 8). 
Whether or not the spurs will re-form remains 
to be determined. Removal of the posterior 
wall of the neural foramen has proved very 
beneficial for several patients who were not 
benefited by prolonged nonsurgical treatment. 
In two instances, the return of motor function 
as well as the relief of pain have been ex- 
tremely gratifying. This surgical procedure. 
however, is one that requires considerable ex- 
perience and utmost care and caution to pre- 
vent severe and permanent damage to the 
nerve roots or spinal cord. 

In summary, surgical treatment for the cer- 
vical syndrome is generally a last resort and 
should be used only after nonsurgical treat- 
ment fails. 
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DIAGNOSTIC CLINIC 


Carcinoma of the Prostate 


RUBIN H. FLOCKS* 


State University of lowa College of Medicine, lowa City 


Tue increase in the 
incidence of carcinoma 
of the prostate in the 
past 10 or 15 years is 
due to the increase in 
the number of men in 
the older age groups. 
Pathologic study has 
shown that approxi- 
mately 15 per cent of 
all men over the age of 
55 years will have car- 
cinoma of the prostate at the time of death, 
even though they had no signs or symp- 
toms of the disease. Thus there are more than 
34,000 cases of carcinoma of the prostate in 
the state of Iowa alone, based on the 1940 
census figures which show 230,488 men in 
that age group (table 1). 


RUBIN H. FLOCKS 


Even though many carcinomas of the pros- 
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tate grow slowly and are located in the outer 
part of the prostate and thus do not produce 
obstruction, it becomes apparent from study 
of statistics on the life expectancy of men 
with this disease that early diagnosis and im- 
provement in the management are in order 
(figure 1). 

A good deal of controversy exists with re- 
gard to the management of carcinoma of the 
prostate. One group of urologists believes that 
treatment should be conservative, that is, that 
there is no point in trying to make an early 
diagnosis or in trying to destroy the carci- 
noma. In their opinion, the thing to do is 
simply to deal with the lesion when symptoms 
appear by administering estrogens orally, by 


TABLE 1 


INCIDENCE OF CARCINOMA OF THE PROSTATE 


15 per cent of all males over 55 years of age 
230,488 males over 55 in Iowa (1940 census) 


34,000 + cases of carcinoma of the prostate 
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performing orchiectomy and by relieving ob- 
struction if it occurs. There is no question in 
my mind but that management of carcinoma 
of the prostate, once the diagnosis is made, 
must be individualized. As a result of our 
studies, we feel that the conservative plan of 
action is wrong, that early diagnosis should 
be sought and that attempts to eradicate the 
lesion should be made in properly selected 
cases. 

When you have a patient who is chrono- 
logically and physiologically young—chrono- 
logically let us say under 70 years of age and 
physiologically in pretty good shape—and he 
has carcinoma of the prostate, I feel that an 
attempt should be made to remove the lesion, 
if possible, or to destroy it. Such a patient 
may have one of three types of prostatic can- 
cer: (1) The lesion may be limited to the 
prostate; (2) it may have extended locally, 
invading the lymphatics, fascia and regional 
lymph nodes; (3) distant metastases may be 
present. Management will vary with the size 
of the lesion and type of pathologic process. 

In the case of a patient less than 70 years 
of age in good condition who has a lesion 
limited to the prostate, an attempt should be 
made to remove it radically. If it is limited 
to the prostate with local extension, removal 
of as much of the lesion as possible, together 
with adjunctive therapy in the form of ir- 
radiation of various types, will in some cases 
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certainly destroy the carcinoma. On the other 
hand, if distant metastases are present con- 
servative therapy would be indicated. The in- 
cidence of three types of prostatic cancer ac- 
cording to the extent of the lesion is given in 
table 2. 

Since 95 per cent of carcinoma of the pros- 
tate occur in the posterior outer portion of 
the prostate, rectal examination with biopsy 
of suspicious areas will disclose the disease in 
most cases. At the University Hospitals in 
Iowa City, where patients come only when 
they have symptoms and signs of difficulty, 
only 2 to 5 per cent are operable when diag- 
nosed. I am sure that the findings are similar 
in other university hospitals. However, at 
Walter Reed Hospital in Washington, D.C., 
Kimbrough has reported an incidence of oper- 
able carcinoma of the prostate which is about 
10 times higher, simply by insisting on rou- 
tine semiannual rectal examination of all men 
over the age of 50, with biopsy of any sus- 
picious area. 

Any deformity, any asymmetry, any hard 
area noted in the prostate on rectal examina- 
tion may be carcinomatous in a man over the 
age of 50, and in several of our cases the pa- 
tients were under 50 years of age. Certain 
lesions may cause confusion in diagnosis, such 
as an area of prostatitis, either tuberculous or 
nontuberculous, or a stone in the prostate, or 
certain other chronic granulomatous lesions. 

The best course of action when a suspicious 
area is noted in the prostate is to do a biopsy. 
The specimen may be obtained by several 
means, and the success of the procedure de- 
pends on the experience of the operator in 
obtaining the specimen and the experience of 
the pathologist in recognizing lesions of the 
prostate. We use four different methods in ob- 
taining biopsies: (1) the punch biopsy with 


TABLE 2 


Types oF Prostatic CANCER AND THEIR INCIDENCE 





PER CENT OF TOTAL 
NUMBER OF CASES 


5 
40-60 
3. Distant metastases 40 


1. Confined in prostatic capsule 
2. Local spread 
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a Silverman needle in the perineum; (2) 
open perineal exposure; (3) use of the resecto- 
scope, pushing the lesion up into the mouth of 
the instrument, and (4) retropubic exposure 
of the posterior surface of the prostate and 
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removal of tissue for microscopic study. All 
four technics are very worthwhile if the ma- 
neuvers are carefully performed and the speci- 
mens are carefully studied. The methods are 
illustrated in figures 2, 3, 4 and 5. 


wren 


FIGURE 3. Prostatic biopsy using the resectoscope. 
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FIGURE 4. Perineal exposure for biopsy. 


One of the arguments against radical re- 
moval of the prostate for carcinoma by the 
retropubic route has been that a biopsy with 
frozen section could not be obtained from 
above. That is not true; it is possible to do 
this, and I have done it many times. The retro- 
pubic route offers the advantage that it ex- 
poses the regional lymph nodes in this area. 
The lymph nodes usually are involved early 
in this disease, and with the retropubic ex- 
posure they can be removed at the time of 
prostatectomy or they can be infiltrated with 
radioactive isotopes. Therefore, I believe the 
retropubic approach is definitely preferable in 
many cases to perineal radical prostatectomy. 
In certain instances, such as in a very obese 
person with a very small lesion, the perineal 
radical prostatectomy is preferred. 

The serum acid phosphatase test occasion- 
ally is useful in determining the presence of 
carcinoma of the prostate and the possibility 
of distant metastases. However, the presence 
of a normal serum acid phosphatase does not 
rule out metastases from carcinoma of the 
prostate, and prostatic massage in patients 
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with prostatic hyperplasia will produce an 
elevated serum acid phosphatase in many cases 
(figure 6) and confuse the issue. Therefore, 





FIGURE 5. Retropubic exposure. 
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FIGURE 6. Elevation of serum acid phosphatase following 
prostatic massage in a case of prostatic hyperplasia. 


microscopic study of portions of any suspi- 
cious lesion is necessary in order to diagnose 
more cases early when it is possible to attempt 
to destroy them. 

Approximately 5 per cent of our patients 
have been amenable to radical removal of the 
carcinoma. The lesions have been inoperable 
because of spread along the lymphatics and 
seminal vesicles and into the adjacent fascial 
planes in approximately 40 per cent. In some 
of the latter cases, regional lymph nodes were 
involved. Since March 1951 we have treated 
the patients in this second group by removing 
as much as possible of the lesion and infiltrat- 
ing the remainder of the carcinoma and the 
lymphatics with radioactive gold. Figure 7 il- 
lustrates one of the reasons why this procedure 
theoretically is preferable to the use of radium 
or radon seeds. In the lower diagram you see 
what happens if you diffusely place radon 
seeds through a prostate involved with carci- 
noma. You get 7,250 gamma roentgens per 
cubic centimeter, and 2300 gamma roentgens 
in the rectum and bladder, about a centimeter 
away. By using 1.5 millicuries of radioactive 
gold and getting the same distribution (which 
may not be possible in most cases but con- 
ceivably can be produced), you get not only 
the same amount of gamma roentgens and the 
same chance to injure the bladder and rec- 
tum, but also an additional 114,000 roentgen 
equivalents of energy to the local lesion from 
the beta radiation, which will give a much 
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better chance of destroying the tissue. In ad- 
dition, radioactive gold tends to travel along 
the fascial planes and through the lymphatics 
which are not obstructed by masses of tumor 
(the latter must be removed surgically ). 

We have infiltrated the lesion perineally 
(figure 8) and through the open operation as 
illustrated diagrammatically in figure 9. We 
have checked the distribution by diluting the 
radioactive material with UROKON® sodium 


BLADDER 








ee ee 
naif RECTUM 
nh, Hl to aii oo ae 
en; 
ve +. \ 
j <x. ‘BLADDER 


& SAAD ee 
eeee ° 





Fi 
ae 
aii mamta gay ace aaa a 
ee: . e a 6a nie ot ad 
2300 Yr RECTUM 


Ol a i a lt a ae eee 











FIGURE 7. Comparison of results obtained with injection 
of radioactive gold and with use of radon seeds in 
prostatic cancer. The upper diagram represents radio- 
active gold and the lower, radon seeds. With the radon 
seeds placed diffusely through a carcinomatous prostate 
(29 millicuries), the effect produced amounts to 7,250 
gamma roentgens per cubic centimeter and 2300 gamma 
roentgens in the rectum and bladder (lower diagram). 
By using 1.5 millicuries of colloidal radioactive gold 
(upper diagram), the result is the same in total gamma 
roentgens, but an additional 114,000 roentgen equiva- 
lents of energy are produced to the local lesion from the 
beta radiation. The dots in the diagrams represent 
gamma roentgens, the shaded area the beta radiation. 
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FIGURE 8. Perineal infiltration of 
radioactive gold in cancer of the 
prostate. 
























FIGURE 9. Radioactive gold ther- 
apy carried out by means of open 
operation. 


FIGURE 10. Radioautograph show- 
ing distribution of radioactive 
material. 
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(figure 10). In general, we have found that if 
the lesion is relatively small, fairly good dis- 
tribution is obtained and the material spreads 
to the regional lymph nodes, which show sig- 
nificant amounts of radiation, On the other 
hand, if the amount of tissue to be infiltrated 
is large and the lymph nodes are grossly in- 
volved, distribution is poor and residual car- 
cinoma always remains. 

The results obtained in management of the 
first LOO patients whose carcinoma of the pros- 
tate is classified in the second group (inoper- 
able lesions but only local spread) are of 
interest. These patients have been followed 
two years or more. In 70 cases in which gross 
lymph node involvement was not present, 
treatment resulted in 12 negative microscopic 
biopsies and 42 patients without clinical evi- 
dence of carcinoma, Of the 30 patients who 
had gross involvement of the lymph nodes at 
the time of treatment (injection of radioac- 
tive gold, removal of grossly involved lymph 
nodes, and injection of the remaining lesion), 
only one is alive without clinical evidence of 
carcinoma, The others have carcinoma or they 
are dead, 

Table 3 summarizes the causes of death in 
the first 187 cases. The 187 were followed a 
year to three and a half years. 

The routes of administration of the injec- 
tions are given in table 4. You will note that 


TABLE 3 
Causes oF Deatu in 187 Cases oF Prostatic CANCER 





CAUSE cases 1-100 | cases 101-187 | roTaL 

| 
Carcinoma of prostate 26 | 13 39 
Unknown 1] 2 13 

Carcinoma of 
esophagus ] 0 l 
Malnutrition 1 0 l 
Sudden death 2 0 2 
Pulmonary embolus l l 2 

Perforated peptic 

ulcer 1 0 | l 
Leukopenia l 0 l 

Cerebrovascular | 
accident 3 0 3 
Bronchogenic carcinoma 1 0 l 
Coronary occlusion ] 2 3 
Thrombosis of aorta 1 0 l 
Pulmonary emphysema 0 1 a 
50. 19 | 69 





TABLE 4 


Routes or ADMINISTRATION OF Raploactive Goip 





cases 1-100 | cases 101-187 | voraL 
Primary injections 
Retropubic- | 
transvesical 89 60 | 149 
Perineal 10 27 | 37 
Transrectal l 0 | | 
Secondary injections | 
Retropubic- 
transvesical l 2 | 3 
Perineal 31 38 | 69 
Transurethral | 
resection l 0 | l 
| 
Secondary injections given 
One 15 17 | 32 
Two 12 7 19 
Three 4 | 12 16 
Four ] 0 l 
Five 0 l ] 


many patients received secondary injections, 
usually perineally, to destroy portions of the 
tumor not destroyed by the first injection. 
An important feature in management of 
these 187 cases is demonstrated in table 5. In 
the first 100 cases, actually in the first 50 
cases, eight patients had rectal ulceration be- 
cause of lack of knowledge of how the mate- 
rial spread through the fascial planes and 
because of poor distribution of the dosage. 
Rectal ulceration or stricture did not occur in 
the second 50 cases. In the last 87 cases there 
were no complications except for formation 


TABLE 5 


COMPLICATIONS IN CARCINOMA OF THE PROSTATE 





cASES 1-100 |cases 101-187 TOTAL 
Rectal irritation 22 0 22 
Rectal ulceration 8 0 8 
Rectal stricture 8 0 8 
Colostomy 5 0 5 
Calculus formation 6 8 14 
Recto-urethral | 
fistula 1 | 0 | 1 
Leukopenia 2 0 2 
Exfoliative | 
dermatitis 1 0 1 
Urticarial rash 1 0 | 1 
Delayed wound | 
healing ] 0 } ft 
55 8 63 


(33 patients) | (8 patients) |(41 patients) 
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of calculus around sloughing prostatic tissue 
which had been destroyed by irradiation. 
Therefore, since the first 50 cases (and there 
are more than 300 now), the severe complica- 
tions, which are primarily rectal irritation and 
ulceration, have been eliminated and the pro- 
cedure has become actually a very simple one 
as far as the patient is concerned. 

A comparison of statistics compiled by the 
Metropolitan Life Insurance Company on the 
normal death rate of persons between the ages 
of 65 and 70 (figure 11) and figures com- 
piled by us from a study of 300 patients in the 
same age group who had carcinoma of the 
prostate and were treated conservatively re- 
veals that 40 to 60 per cent of the former 
group are dead at the end of five years and 
that 80 to 90 per cent of the latter group are 
dead. These figures indicate that radical de- 
struction of prostatic cancer is worthwhile 
and that conservative therapy cannot accom- 
plish the results obtained with radical destruc- 
tion, either by surgery or by irradiation. Of 
course, in cases in which there is distant 
spread or in persons who have other lesions 
such as cardiac lesions, and in those who are 
physiologically well over 70 years of age, con- 
servative therapy is indicated because carci- 
noma of the prostate is a relatively slow-grow- 
ing lesion and apparently is influenced to a 
certain extent by administration of estrogens 
and by orchiectomy. Nesbit and Baum showed 
that hormonal therapy lowered the five year 
death rate from 94 to 80 per cent. 

The average length of survival of the pa- 
tients we treated conservatively with hormonal 
therapy was about three years. Although some 
patients lived more than 10 years, the major- 
ity died in less than five years (table 6). 

In recent years a good deal has been said 
about the influence of the adrenals and the 
pituitary on carcinoma of the prostate. The 
present consensus concerning adrenalectomy 
is that it has little value in management of 
prostatic cancer, although occasionally a pa- 
tient will get relief of pain for a period of 
many months following a bilateral adrenalec- 
tomy. The same can be said about hypo- 
physectomy, which of course is a much more 
serious surgical procedure. 
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There is another measure that has been 
employed to help control the pain in extensive 
prostatic cancer in relapse following orchiec- 
tomy, and that is administration of large doses 
of cortisone, up to 300 mg. a day. Such inten- 
sive cortisone therapy sometimes relieves pain 
for periods of from two to six months, but 
none of these procedures—adrenalectomy, 
orchiectomy, hypophysectomy, administration 
of cortisone or estrogens—will produce ulti- 
mate resolution of the lesion. They simply 
slow it down or relieve the pain temporarily. 


Summary 


1. Carcinoma of the prostate is increasing 
in frequency and will continue to do so. Last 
year at the University Hospitals in lowa City 
the most common form of cancer found among 
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FIGURE 11. Statistics compiled by Metropolitan Life In- 
surance Company showing the normal death rates of 
persons more than 65 years of age. 
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TABLE 6 


SURVIVAL OF PATIENTS TREATED CONSERVATIVELY 
































YEARS OF SURVIVAL : 

TREATMENT ] ] | » | , 4 5 6 - 8 | 9 10 | TOTAL 
TUR* only 135 | 56 | 7 | 34 | 22 | 10 | 6 | 6 | 12] 3 | 4 | 335 
TUR with stilbestrol later 6 | 1 | 10! 8 | 1 | 6 | 3 | 8 | 1] 2 ‘| a | 79 
TUR with x-ray 20 | 12 | 6) 1 | 1 | 2 | | 42 
Palliative x-ray only 9 | 4 | 3 | l | | 2 1 | 20 
Stilbestrol first lia} il 6| 7 le | 7|sal|s | 64 
TUR and stilbestrol 74 | 50 | 45 | 15 | 13 | 31 | 18 9 1 | 256 

Not treated at State University | | ; | 
of Towa 9] 8] s| 1} 2] | | | 53 
Miscellaneous 3 | .} 2 | | | | | | 5 
_ TOTALS 300 | 160 | 121 | 67 | 54 | 64 | 30 | 30 | 13 | 6 | 9 | @54 





“Transurethral resection. 


persons admitted for treatment, aside from 
carcinoma of the skin, was prostatic cancer. 
There were 182 new patients with this disease. 
Omitting skin cancer, the second most fre- 
quent form was carcinoma of the breast, the 
third carcinoma of the lung. 

2. There is definite statistical proof that 
the life expectancy of a person less than 70 
years of age with carcinoma of the prostate 
is a great deal less than that of a person of 
the same age without prostatic cancer. Early 
diagnosis brought about by frequent rectal 
examination and biopsy of any suspicious 
area will make it possible to eradicate this 
lesion by surgery or by irradiation or by a 
combination of the two. 

3. | have summarized our preliminary ex- 
periences with the use of radioactive gold in 
cancer of the prostate. We do not have any 
five year results, and I do not know what place 


this type of therapy will have in the manage- 
ment of this disease. However, we have been 
able to do two things: (1) eliminate the com- 
plications so that use of the material is rela- 
tively safe, and (2) eradicate the lesion in a 
few cases. There is evidence that the material 
does travel along the lymphatics, which is 
very important in this type of cancer. 

4, Conservative management is indicated 
in cases in which there are distant metastases 
or in which the patients are chronologically 
and/or physiologically more than 70 years of 
age. Conservative methods of treatment in- 
clude relief of obstruction, if present, orchiec- 
tomy, administration of stilbestrol, adrenalec- 
tomy, and pituitary removal. The last two are 
definitely experimental and thus far have 
proved of little value. Cortisone has been of 
some value, is relatively easy to administer 
and is relatively safe. 
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PEDIATRICS IN GENERAL PRACTICE 


Current Status of Hemolytic 


Disease of the Newborn 


VICTOR C. VAUGHAN, III* 


Temple University School of Medicine, Philadelphia 


Tue 15 years which 
have elapsed since the 
discovery of the Rh 
factor and its relation- 
ship to hemolytic dis- 
ease of the newborn 
have seen the develop- 
ment of immunohema- 
tology as an entirely 
new field of hematolo- 
gy. Antibodies now are 


VICTOR C. 
VAUGHAN, III 


known to occur against 
platelets in a manner 
quite analogous to that in which hemolytic 
disease of the newborn is produced, with 
thrombocytopenic purpura as the correspond- 
ing clinical entity. The possibility that anti- 
bodies may be operative against white cells 
is also being investigated. Developments and 
increased experience from time to time justify 
re-evaluations of the present state of knowl- 
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edge of hemolytic disease of the newborn. 


A and B Incompatibility 


One of the striking advances of recent years 
has been the demonstration by Halbrecht' and 
the confirmation by Hsia and Gellis* and 
others® that hemolytic disease due to A or B 
incompatibility is more common than that due 
to Rh incompatibility. In these studies the 
number of newborn infants found to be af- 
fected has been approximately 1 per cent. (if 
the number of infants with hemolytic disease 
due to A or B incompatibility is added to the 
number with hemolytic disease due to Rh in- 
compatibility, it is found that more infants 
are born in the United States with hemolytic 
disease than with the name Smith.) Halbrecht 
also established that the distinguishing feature 
of hemolytic disease due to A or B incom- 
patibility is the occurrence of icterus within 
the first 24 to 36 hours of life; for this reason 
he called the disease “icterus praecox.” The 
illness generally is mild, but it may present 
the same serious problems as Rh incompati- 
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bility, including the occurrence of kernicterus. 

With the discovery of the Rh factor the 
question was raised as to why A or B incom- 
patibility did not seem to create the same 
serious difficulties as Rh incompatibility, par- 
ticularly since most people normally have an- 
tibodies against A or B cells and since A or B 
incompatibilities between mother and infant 
are more common than those related to the 
Rh factor (25 per cent with A or B incompati- 
bility, 8 per cent with Rh). 

This question was partially answered by 
Witebsky,* who showed that the serum of the 
mother of a newborn infant with hemolytic 
disease unassociated with incompatibility of 
blood group other than A or B will very likely 
contain antibodies against A or B cells which 
are notably different from the antibodies that 
most persons normally have in their particular 
blood group. Having shown earlier that the 
usual type of A or B antibody, which is active 
against A or B cells suspended in physiologic 
saline solution, is readily neutralized by the 
A or B blood group specific polysaccharide 
substances, Witebsky showed that there are 
other antibodies in the mothers of affected in- 


fants which are not active in saline solution 
and which are very resistant to neutralization 
by the blood group substances. These anti- 
bodies can be demonstrated, even after streny- 
ous efforts at neutralization, if cells and neuy- 
tralized serum are combined in adult serum 
or in certain other colloidal media. 

This discovery recalls the earlier observya- 
tion that, although antibodies active in saline 
solution are sometimes found in the blood of 
mothers sensitized to Rh positive cells, these 
antibodies probably do not contribute to ill- 
ness in the fetus. Rather it is the so-called al- 
bumin-active or serum-active antibodies (not 
active in saline solution) which produce dis- 
ease. Saline-active antibodies apparently have 
nothing to do with the occurrence of hemolytic 
disease of the newborn due to Rh incompati- 
bility even when a mother has these antibodies 
in high titer, since these antibodies do not 
cross the placenta. Although saline-active an- 
ti-A and anti-B antibodies do cross the pla- 
centa in small amounts, it seems unlikely that 
they are an important cause of disease in the 
incompatible infant. 

With these new observations regarding clini- 


TABLE 1 


GENERAL FEATURES OF HEMOLYTIC DISEASE OF THE NEWBORN 





| A ANDB 
| INCOMPATIBILITY 





Frequency of incompatibility | A c. 18% | 25,94 
‘ ma 5 

between mother and infant | Be. 7% [°"” 

Frequency of hemolytic 

disease as a result of 


involving about 5% of 
. es | 
incompatibility 


incompatible matings 


Severity of illness 
Stillbirth 
Kernicterus 


, 

| Usually mild 
| Very rare 
Not rare 


Severe hemolytic process | | Uncommon 


Mild icterus (icterus only) | Common 
Antibodies in the system 

“Natural” | Yes 

Immune | Yes 


Demonstration of coated cells 
in infant 
By Coombs test 


Usually not 
By colloidal media 


Usually 


| 1% of all newborn infants, 


OTHER 


INCOMPATIBILITY * INCOMPATIBILITIES 


RH | 
Kell, Kidd, S, s, ete. 
Variable 
0.5% of all newborn infants, | Very rare 
involving about 5% of 
incompatible matings 


| Rho 8% 
| 
} 


| Mild to severe | Variable 
| Common 

Common in untreated 

| Common | 

| Not uncommon 

| No No 

| Yes | Yes 

| 

| Usually | Usually 

Usually | Often not (Kell, Duffy) 





*By Rh incompatibility is meant incompatibility with respect to the antigens Rh. or D. Other antigens in the Rh 


system are only rarely responsible for hemolytic disease. 
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TABLE 2 


CHARACTERISTICS OF ANTIBODIES IN A AND B AND RH SysTEMs 





“Naturally” occurring antibodies 


Intermediate antibodies (early immune) 


Immune antibodies (hyperimmune) 


A AND B ANTIBODIES 


Active in saline 

| Active at 4° C. 

Not hemolytic 

Easily neutralized by A and B blood 
group specific polysaccharide 
substances 

Change of titer during pregnancy of 
no clinical importance 

Cause no illness in infant 

(May cause transfusion reactions due 
to major side incompatibility but 
not to minor side incompatibility) 


None well characterized as yet 


Not active in saline 

Most active at 37° C. 

May be hemolytic (with complement) 
| Not neutralized with A and B 

| substance 

| Do not generally give positive 

| Coombs test with cells of infant 
| Do give positive Coombs test with 
adult cells 





Cross placenta readily and are 
responsible for fetal illness 


RH ANTIBODIES 


Do not occur 


Active in saline 

Warm agglutinin (37° C.) 

Not hemolytic 

Not responsible for illness in infant 

Occur only in response to specific 
stimulation 


Not active in saline 

Most active at 37° C. 

Not generally hemolytic 

Usually give positive Coombs test 

May produce blocking phenomenon 

Cross placenta readily and are 
generally responsible for fetal 
illness 





| 
| 
| 
| 
| 
| 
| 
| 











cal and laboratory features of hemolytic dis- 
ease due to A and B incompatibility, it has 
become possible to generalize our concepts of 
hemolytic disease of the newborn (table 1). 
Table 2 depicts some of the outstanding 
characteristics of the saline-active and albu- 
min-active antibodies in both the A and B 
and the Rh systems. In each system clinical 
illness in an incompatible infant appears to 
be associated with a type of antibody whose 
characteristic activity is best seen in a medi- 
um other than physiologic saline solution. The 
presence of A and B immune antibodies is 
closely correlated with the occurrence of hemo- 
lysins against A and B cells.’ It is a surprising 
and important fact that cells coated with im- 
mune A and B antibodies do not give a clearly 
positive Coombs test in the majority of af- 
fected infants. A weakly positive Coombs test 
occasionally is found, but a negative test does 
not exclude the possibility that cells may be 


August 1955 





coated with anti-A or anti-B antibodies. Fortu- 
nately, cells coated with anti-A or anti-B anti- 
bodies, like those coated with the immune Rh 
antibodies, commonly show spontaneous ag- 
glutination in certain protein solutions, such 
as adult serum or other colloidal media. We 
have found a 16 per cent concentration of 
LePage’s Strength Glue in physiologic saline 
solution to be a satisfactory medium for dem- 
onstrating these coated cells. 


General Clinical Considerations 


There is no apparent reason to modify the 
classification of hemolytic disease suggested 
by Vaughan, Allen and Diamond.® Five major 
categories of affected infants are recognized. 
In order of severity of disease, they are: (1) 
stillborn infants, with or without hydrops fe- 
talis; (2) infants born alive but who succumb 
to an overwhelming hemolytic process with 
anemia, edema and the like, usually within the 
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first day of life; (3) infants with kernicterus; 
(4) infants who recover completely from a 
hemolytic process of variable severity, and 
(5) a substantial number of Rh-positive (or 
otherwise incompatible) infants who have no 
clinical disease but in whose mothers Rh anti- 
bodies (or other immune antibodies against 
the infant’s cells) can be demonstrated. 
Hemolytic disease of the newborn due to 
A or B incompatibility rarely causes severe 
clinical illness; anemia is not common, and 
stillbirth and hydrops are very rare. Hemolytic 
disease due to Rh incompatibility, on the 
other hand, is commonly responsible for fetal 
deaths and not infrequently for severe clinical 
illness in newborn infants. The incidence of 
kernicterus in affected but untreated infants is 
about 5 to 10 per cent in those with Rh in- 
compatibility and 2 to 10 per cent in those 
with A or B incompatibility. The studies of 
Allen and co-workers,’'* Mollison’ and others 
indicate that kernicterus complicating hemo- 
lytic disease of the newborn should be almost 
entirely preventable, regardless of the nature 
of the incompatibility. Kernicterus is the only 
serious threat to life in infants born alive in 
reasonably good condition. Anemia very rare- 
ly results in an unsatisfactory outcome in 
hemolytic disease unless it is so severe that it 
endangers the infant’s life immediately after 
birth. Except in these extreme cases where 
treatment of anemia is urgently required in 
the immediate postnatal period, treatment of 
hemolytic disease of the newborn should be 
directed toward preventing kernicterus. 
There is a widely held opinion that in hemo- 
lytic disease of the newborn there may be a 
“crisis” owing to a sudden increase in rate of 
hemolysis some hours or days after birth. But 
the studies of Mollison'® have indicated that 
though the anemia in hemolytic disease of 
the newborn may be severe and rapidly pro- 
gressive, it progresses in an orderly manner; 
the half-life of the coated red blood cell may 
be as low as four to six days instead of the 
usual 40 to 60 days. The hemolytic crisis 
noted by early observers was in all likeli- 
hood a misinterpretation of the apparent rapid 
deepening of icterus in an infant thought to 
be well at the time of birth. Mollison'' has 
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also shown that a change in the hemoglobin 
level within the first day of life is not a reli- 
able indication for treatment designed to pre- 
vent kernicterus, since a falling hemoglobin 
level may be delayed a day or more by tem. 
porary continued compensatory activity in 
bone marrow. 

The evidence linking the occurrence of kern- 
icterus to the degree of elevation of serum 
bilirubin has become increasingly strong.’” 
Although there are wide individual differences 
in susceptibility to kernicterus, this complica- 
tion becomes common at bilirubin levels ex- 
ceeding 30 mg. per cent; it is uncommon when 
the maximum level of serum bilirubin does not 
exceed 18 to 20 mg. per cent. 

It is not clear whether bilirubin itself in- 
jures the brain or whether the injury may de- 
pend on some such closely related substances 
as heme pigments.”* In either case it appears 
that the level to which pigment rises is closely 
related to the occurrence of kernicterus, and 
that the bilirubin level can be favorably modi- 
fied by the exchange transfusion of blood. At 
present the bilirubin level, particularly if a 
microtechnic such as that of Hsia and Gellis“* 
is used, will be found the most feasible and 
satisfactory guide to the progress of hemolytic 
disease when prevention of kernicterus is the 
primary therapeutic aim, as is usually the case. 


Case Finding 


With the foregoing considerations as back- 
ground, it is possible to formulate a plan of 
attack on hemolytic disease of the newborn 
which has a high probability of being success- 
ful. Because the need for treatment may be 
urgent, efforts should be made to anticipate 
illness before delivery. Antenatal case finding 
is highly successful in detecting incompati- 
bility with respect to the Rh system, since 
when anti-Rh antibodies are found in a preg- 
nant woman, her Rh-positive infant has a con- 
siderable chance of having clinical illness. By 
contrast it is not so likely that the presence of 
immune anti-A or anti-B antibodies will cause 
illness in the infant. In A or B incompatibility, 
case finding depends on the assumption that 
jaundice appearing within the first 24 hours 
of life is presumptive evidence of hemolytic 
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disease due to blood group incompatibility. It 
is suggested that in every hospital nursery, 
rounds be made every eight hours with the spe- 
cific aim of detecting jaundice in the first 24 
to 36 hours of life. In this way it will be possi- 
ble to detect not only the vast majority of 
cases of hemolytic disease due to A or B in- 
compatibility, but also those due to less com- 
mon incompatibilities, such as those of the 
Duffy, Kell, S, s or Kidd factors, or to heredi- 
tary spherocytosis.’° 

Postnatal case finding is not adequate to 
detect hemolytic disease due to Rh incompati- 
bility, since severe forms of the disease re- 
quire immediate attention at the time of de- 
livery, and in some cases delivery and care of 
an affected infant must be planned early in 
the pregnancy. In A or B incompatibility, on 
the other hand, the infant is scarcely ever se- 
verely affected at birth, and postnatal case 
finding suffices for recognition and early treat- 
ment to prevent kernicterus. 

Opinions “*ffer widely as to how early in 
pregnancy or now frequently the blood of the 
Rh-negative woman should be examined for Rh 
antibodies. There is abundant evidence that 
serologic determinations should be obtained 
in the first pregnancy as well as in subsequent 
ones, since iso-immunization may take place 
in any one. Present evidence indicates that it 
is safe to limit the examination for antibodies 
to a single determination at or just after the 
thirty-fourth week of pregnancy in Rh-nega- 
tive women with no history of previously af- 
fected children and with no history of blood 
transfusions. 

In those mothers in whom no anti-Rh anti- 
body is demonstrated during the last month of 
pregnancy, it is justifiable to expect that their 
babies will not have hemolytic disease due to 
Rh incompatibility. 


Prenatal Care 


In Rh-negative mothers who develop anti- 
bodies during pregnancy, the likelihood of 
severe disease in the infants can be estimated 
before delivery on the basis of certain criteria. 
In general, illness is more severe in infants 
whose mothers have high titers of anti-Rh 
substance, but there are enough exceptions to 
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make the antibody titer of only limited value 
as a prognostic measure. Of rather more help 
is the history of severity of disease in previous 
siblings, if such exists. It appears well estab- 
lished, though not widely known, that in 
some families the severity of hemolytic dis- 
ease of the newborn tends to reach a certain 
level and not to deviate widely from this point; 
the level is mild in some families and severe in 
others. For example, we have seen seven con- 
secutive recoveries from mild illness in one 
family and six consecutive fetal deaths in an- 
other. On the other hand, as with titers of anti- 
body, exceptions to this familial trend are to 
be expected. In some families we find unac- 
countable alternations of severe and mild ill- 
ness. In any case, there is no family so se- 
verely affected in the past that another preg- 
nancy may not have a satisfactory result, nor 
any family history so reassuring that an in- 
fant with severe disease could not be born in 
the future. 

Perhaps the most important antenatal cor- 
relation with hemolytic disease of the newborn 
is the degree of maturity of the infant at 
birth. Premature delivery by as little as two 
weeks results in a greatly increased incidence 
of kernicterus. The reasons for the increased 
danger to the premature infant are not clear, 
but it may be closely related to the infant’s 
capacity to excrete bilirubin. Early induction 
of labor or early operative delivery of the sen- 
sitized Rh-negative woman is indicated only 
to prevent stillbirth, since the prospects of sur- 
vival of an Rh-positive infant cannot be in- 
creased materially by early delivery. Induc- 
tion of labor should be reserved for those 
women who meet the following criteria: (1) 
They have no or only one living child; (2) 
they have a history of previous infants with 
severe hemolytic disease of the newborn; (3) 
their husbands are homozygous. There is too 
little to be gained and much too great a hazard 
to the mother and to her possibly Rh-negative 
infant to permit interference with the normal 
course of pregnancy when the husband is 
heterozygous. 

A search has been made for means of amel- 
iorating the hemolytic process in the infant 
by treating the sensitized mother during preg- 
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nancy. ‘To date there is no satisfactory method 
for achieving this result. In particular, it does 
not seem that an Rh hapten exists, nor does it 
seem likely that the administration of corti- 
sone'’ or ACTH to a pregnant woman sub- 
stantially increases the likelihood that her 
child will be only mildly affected. 

There are two respects, however, in which 
paranatal care can be of substantial benefit to 
the potentially affected fetus. Infants with only 
mild or moderate hemolytic disease appear to 
tolerate analgesic and anesthetic agents poor- 
ly, so that local or regional anesthesia should 
be used whenever possible. Secondly, it has 
been shown by Mollison'® that the severely 
affected erythroblastotic infant often has a 
very elevated venous pressure and cardiac fail- 
ure. Under these circumstances, the common 
practice of delay in clamping the umbilical 
cord until it has ceased pulsating is to be 
avoided, since a substantial amount of blood 
may thus be added to an infant with an al- 
ready expanded blood volume. Such an in- 
crease in blood volume could prove to be the 
terminal event in the presence of cardiac fail- 
ure. The cord should usually be clamped im- 
mediately following delivery. 


Criteria for Exchange Transfusions 


The burden of the treatment of hemolytic 
disease of the newborn rests at present on ex- 
change transfusion. The criteria for perform- 
ing an exchange transfusion in Rh incompati- 
bility seem well established. First it must be 
established that the infant is Rh positive. This 
is difficult only in those Rh-positive infants 
who appear to be Rh negative because they 
have cells coated with blocking substances. 
Such infants usually have a positive Coombs 
test. Thus, whenever an Rh-negative infant of 
a sensitized mother has a positive Coombs 
test, it should be assumed that he is Rh posi- 
tive; further appropriate diagnostic study and 
treatment should then be instituted. 

It often can be determined before delivery 
that if the infant is Rh positive an exchange 
transfusion will be indicated. Such treatment 
is indicated when previous siblings have had 
hemolytic disease of such degree as to war- 
rant treatment, when the maternal titer of anti- 


120 


Rh substance during pregnancy has reached 
or exceeded 1:16, or when the Rh-positive baby 
of a sensitized mother is delivered two weeks 
or more before term. If none of these indica. 
tions for exchange transfusion is established 
before delivery, exchange transfusion is car- 
ried out in Rh-positive infants with hemolytic 
disease who, at delivery, have enlargement of 
the liver or spleen, edema or pallor. 

The absence of clinical jaundice at birth 
does not indicate that the infant is free of a 
severe hemolytic process, since jaundice jis 
rarely, if ever, apparent at birth even in the 
most severely affected infants. It may come on 
within a few minutes to hours or, rarely, not 
at all, even in infants with moderately severe 
anemia. 

In infants with no clinical manifestation of 
hemolytic disease to warrant exchange trans- 
fusion, transfusions should be done when the 
level of hemoglobin in the umbilical cord 
blood is below 15 gm. per cent, or if the level 
of bilirubin in the cord serum is above 3.5 mg. 
per cent. I do not feel that other laboratory 
criteria, such as excessive normoblastemia or 
reticulosis, are indications for exchange trans- 
fusion, but consider them only other measures 
of the severity of the hemolytic process. 

If exchange transfusion of an Rh-positive 
infant of a sensitized Rh-negative mother does 
not appear indicated before or at the time of 
delivery, it may be indicated later if the level 
of the serum bilirubin increases rapidly or to 
a high level. If the serum bilirubin exceeds 15 
mg. per cent within the first 24 hours of life 
or if it exceeds 20 mg. per cent after this time, 
an exchange transfusion is indicated. 

In infants with hemolytic disease due to A 
or B incompatibility the problem is different, 
since the hemolytic process is milder and the 
illness generally is not discovered until an 
elevated level of serum bilirubin is demon- 
strable. This level of serum bilirubin is the 
most satisfactory guide to treat these infants. 
The aim of treatment, as in hemolytic disease 
due to Rh incompatibility, is to prevent the 
occurrence of kernicterus. 

It must be strongly re-emphasized that the 
behavior of the hemoglobin level is not a good 
criterion of the severity of the hemolytic proc- 
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ess, the likelihood of kernicterus, or the neces- 
sity for urgent treatment. Mollison has shown 
that in many affected infants, even those with 
moderate anemia, the hemoglobin level may 
increase in the first day of life to levels within 
the normal range. 


Multiple Exchange Transfusions 


There is evidence that multiple exchange 
transfusions may be far more effective in con- 
trolling kernicterus than is a single exchange 
transfusion shortly after birth. Whenever the 
post-transfusion serum bilirubin level rises 
above 20 mg. per cent, it is probable that ex- 
change transfusions should be repeated at in- 
tervals of 8 to 24 hours, until the level is 
stabilized below 20 to 25 mg. per cent. Multi- 
ple exchange transfusions should be done pro- 
phylactically in infants with a family history 
or other indications which suggest a high 
likelihood of kernicterus. If, for example, a 
physician elects to induce labor before term 
in the hope of preventing an almost certain 
stillbirth, he must not only accept a commit- 
ment to treat the infant by exchange transfu- 
sion, regardless of the clinical condition at 
birth, but he must carry out multiple exchange 
transfusions at such frequency and in such a 
manner as to hold the level of the serum bili- 
rubin below 20 mg. per cent. 

It is estimated that 80 to 90 per cent of the 
Rh-positive infants born to sensitized Rh-nega- 
tive mothers should be given one or more ex- 
change transfusions. On the other hand, it 
does not seem likely that more than 20 to 30 
per cent of infants with A or B incompatibili- 
ties who develop icterus within the first 36 
hours of life require exchange transfusion. 
The need for exchange transfusion can be 
measured by the level of serum bilirubin. 


Transfusion Technic 


Exchange transfusion is most easily carried 
out through the umbilical vein with the ap- 
paratus described by Diamond and co-work- 
ers.* It is important that the blood used for 
transfusion be as fresh as possible. The blood 
used should always be compatible with the 
mother’s serum, and this compatibility must 
be demonstrated by the indirect Coombs tech- 
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nic. Only in this way will it be possible to be 
sure that all potential sources of incompati- 
bility between mother and infant are satisfac- 
torily dealt with. The need for using blood 
which is compatible with the mother’s serum 
will often mean using group O negative blood 
in an infant whose blood type is A or B. When 
this is necessary, it should be established that 
the serum of the donor does not contain anti-A 
or anti-B agglutinins of the immune variety. 
A and B blood group specific substances also 
should be added to the donor blood to neu- 
tralize saline-active anti-A or anti-B substances. 


Summary 


Recent developments have indicated that 
hemolytic disease due to A and B incompati- 
bility is much more common than has been 
suspected and permit some generalizations re- 
garding hemolytic disease of the newborn. 

The disease may occur whenever the moth- 
er of a potentially affected infant has anti- 
bodies against the infant’s cells. 

The responsible antibodies are generally of 
the immune variety; they are not active in 
media which contain physiologic saline solu- 
tion. A and B antibodies, moreover, are re- 
sistant to neutralization by A and B specific 
polysaccharide substances. 

The red blood cells of infants with hemo- 
lytic disease are generally coated at birth by 
the antibody causing the disease. This anti- 
body usually can be detected in the Rh system 
by the Coombs test, but rarely so in the case 
of A or B incompatibilities. In the latter in- 
stances the antibody usually can be detected 
by suspending the coated cells in a colloidal 
medium, such as a suspension of glue or adult 
serum. 

There are no clinical features which distin- 
guish A or B incompatibilities from Rh incom- 
patibility except that hemolytic disease due to 
A or B incompatibilities generally is milder. 

Difficulties due to Rh incompatibility gen- 
erally can be anticipated through prenatal case 
finding; those due to A or B incompatibilities 
through postnatal case finding, which consists 
principally of carefully observing newborn in- 
fants to detect jaundice in the first 24 to 36 
hours of life. 
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PEDIATRICS IN GENERAL PRACTICE 


Bronchial Asthma in the Infant 


ETHEL M. DAVIS* 


Cook County Hospital, Chicago 


Broncwiat asthma 
afflicts not only the 
aged but also the 
young. It is frequent- 
ly encountered in in- 
fants under two years 
of age. Estimates in- 
dicate that major al- 
lergic manifestations, 
including bronchial 
asthma, occur in about 
16 million Americans 
of all ages. Bronchial asthma is widespread 
among all races and shows little respect for 
economic status. Contrary to popular belief, 
it is not more prevalent in well-to-do, well-edu- 
cated families, but attacks members of less 
privileged groups as well. 

Individual attacks of bronchial asthma may 
occur in infants at the onset or during the 
course of an upper respiratory infection. 
Wheezing dyspnea, cyanosis and elevation of 
temperature usually occur; less frequently, the 
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symptoms include an afebrile rhinitis accom- 
panied by cough and wheezing. In some in- 
fants there is no evidence of infection, and the 
wheezing and dyspnea take place in infants 
who previously have been well. 


Etiology 


What type of infant is known to develop 
bronchial asthma with and without infection? 
In most Temperate Zone urban areas during 
winter months, infants may develop all types 
of upper respiratory infection. Invariably, 
children with a family background of allergy 
develop bronchial asthma during the course 
of an infection. In children who were well pre- 
viously, the onset of an attack of asthma is 
ascribed to changes in weather such as rain 
or sudden chilling. More rarely, an attack of 
bronchial asthma follows contact with a pet 
or a dietary indiscretion. 

In my experience, major allergic manifesta- 
tions, including bronchial asthma in infants 
under two years of age, occur in families hav- 
ing a strong allergic strain on both paternal 
and maternal sides. 
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A so-called allergic infant inherits an “al- 
lergic constitution,” not bronchial asthma as 
such. An allergic constitution can be defined 
as one that permits patients to react in a pe- 
culiar or hypersensitive way to substances that 
do not affect other people. These innocuous 
substances include the seasonal pollens of 
trees, grasses and weeds, and mold spores; 
environmental factors such as house dust, 
feathers, and animal hair; and ingesta such 
as foods and drugs. Factors frequently blamed 
for attacks of asthma, namely, upper respira- 
tory infections, rainy weather, falling tempera- 
ture and emotional upsets, are in reality only 
precipitating or aggravating factors. In chil- 
dren, bronchial asthma is invariably due to 
sensitivity to external allergens. As soon as ex- 
ternal allergens are identified and controlled, 
a young patient may then experience change 
in weather, upper respiratory infections or 
emotional upsets without experiencing attacks 
of asthma. 


Diagnosis 


Bronchial asthma may be the first and only 
allergic manifestation to occur in an infant, 
but it is frequently associated with or pre- 
ceded by allergic rhinitis, running nose, either 
seasonal or perennial atopic dermatitis, in- 
fantile eczema, gastrointestinal disturbances. 
vomiting, and alternating constipation and 
diarrhea. 

A diagnosis of bronchial asthma in a child 
is made on the basis of the following: 

1. A complete, carefully elicited personal 
and family history. This should include the 
seasonal distribution of attacks; the observed 
precipitating factor or factors; the procedures 
and drugs which bring relief; and the pres- 
ence or absence of symptoms between attacks. 

2. A complete physical examination, atten- 
tion being paid to the child’s nutritional state; 
pallor of the nasal mucosa; the presence of 
hypertrophied tonsils and lymphoid tissue in 
the nasopharynx; the shape of the chest; the 
presence of respiratory and expiratory wheez- 
ing rales, with prolongation of the expiratory 
note; dyspnea; and evidence of present or 
healed flexural dermatitis. 

3. Laboratory examinations that reveal an 
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increased number of eosinophils in the differ- 
ential white blood cell smear. During an acute 
attack of asthma the eosinophils may be in. 
creased from 6 to 7 per cent to 18 to 20 per 
cent. Nasal smears and sputum will also con- 
tain increased numbers of eosinophils; these 
tend to disappear or be masked during acute 
infections. 

4. Fluoroscopy and/or x-ray examination 
of the chest is indicated for every child with 
bronchial asthma. “All that wheezes is not 
asthma,” and organic pathology must be ex- 
cluded. The characteristic x-ray appearance 
of the chest in bronchial asthma reveals well- 
aerated lung fields, while fluoroscopy shows 
depressed arches of the diaphragm with lim- 
ited respiratory excursions. Because of the de- 
pression of the diaphragm due to the increased 
amount of air in the lungs, the heart shadow 
is “long and skinny.” Hilus shadows and peri- 
bronchial markings may be increased. 

5. When a diagnosis of bronchial asthma 
is made in an infant, suitable treatment should 
then be instituted. Some of the most severe 
attacks of asthma taking place during child- 
hood occur at an early age. Repeated severe 
attacks of asthma require special care and in- 
vestigation. Many children have multiple and 
violent sensitivities. Offenders are best iden- 
tified by skin tests. During a complete diag- 
nostic work-up of a child with bronchial asth- 
ma it is highly important that all sensitivities 
be revealed and identified, enabling the phy- 
sician to bring the asthma quickly and com- 
pletely under control. 

Skin tests, both scratch and intradermal, 
give very reliable information in children, 
and when properly performed, interpreted and 
evaluated, they provide excellent diagnostic 
information. 


Management and Treatment 


As soon as the specific sensitivities of a pa- 
tient are identified, two general courses of 
action are open. First, those environmental 
allergens to which a child is sensitive should, 
when possible, be removed; namely, the pet 
dog, the feather pillow, the kapok-stuffed toy, 
and the offending foods. In removing foods 
from a child’s diet certain factors should al- 
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ways be kept in mind: (1) The food and ca- 
loric intake should be not only adequate but 
also sufficient for growth and development; 
and (2) vitamin intake must be appropriate. 

Secondly, in the event of sensitivity to sub- 
stances that are impossible to remove com- 
pletely, such as pollens, mold spores and house 
dust, it will be necessary to render the patient 
less sensitive to these agents, so that he may 
be in contact with them without developing 
symptoms. This is accomplished by means of 
so-called hyposensitization therapy, which con- 
sists of injections of adequate and carefully 
controlled dosages of extracts of the pollens, 
molds and dust to which the child is sensitive. 
The results of comprehensive allergic man- 
agement and specific hyposensitization ther- 
apy in children with bronchial asthma are 
highly successful; however, to bring the dis- 
order under control requires time. 


Prognosis 


At present, there are no known forms of 
therapy that will change an allergic child into 
a nonallergic child. If a child is symptom-free, 
he is still an allergic child, but he is said to 
be in allergic balance. This state is accom- 
plished by allergy management and specific 
hyposensitization therapy. A child may re- 
main in allergic balance for long periods of 
time. One should not speak of curing bron- 
chial asthma, only of controlling it. On occa- 
sion “something” may occur to throw the 
child out of balance and thus precipitate asth- 
ma once again. This something will be an 
intercurrent infection, development of a new 
sensitivity, or concomitant contact with a 
number of substances, any one of which is 
incapable of causing trouble by itself. 

As the child grows older his food sensitivi- 
ties tend to diminish. If a certain food is 
withheld for a time, the child may subse- 
quently be able to tolerate it, providing it is 
not eaten in large amounts. Unfortunately, as 
he grows older, there is also a tendency to de- 
velop new inhalant sensitivities, so that the 
chances of outgrowing bronchial asthma are 
slight. There is more likelihood that the bron- 
chial asthma will become progressively worse, 
that its severity may increase and that par- 
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oxysmal attacks may become perennial. If 
bronchial asthma is permitted to continue un- 
treated and uncontrolled, such irreversible 
complications as emphysema and chronic 
bronchitis may develop. 


Symptomatic Therapy 


Before any investigative procedures are un- 
dertaken, acute attacks of bronchial asthma 
must be treated promptly and effectively. Dur- 
ing an attack of bronchial asthma unaccom- 
panied by infection, early oral administration 
of ephedrine is effective. Children respond ex- 
ceedingly well to ephedrine and tolerate rela- 
tively large, even adult doses, sustaining little 
circulatory and cerebral stimulation. 

If asthma is severe, SUPRARENALIN® hydro- 
chloride (ADRENALIN®) in aqueous solution, 
administered subcutaneously by hypodermic 
injection, is required. A dose of the 1:1000 
aqueous solution of Adrenalin is enough to 
give relief. It is incumbent on the attending 
physician to remain with the child until relief 
is obtained. If the initial dose falls short of 
accomplishing relief, an additional amount of 
Adrenalin should be administered. If an over- 
dose of Adrenalin produces emesis, this in it- 
self is beneficial in clearing the respiratory 
tract of mucous discharge which otherwise 
would not be expectorated. Children are very 
poor “cougher-uppers.” For years a time-hon- 
ored remedy for an acute attack of bronchial 
asthma in an infant has been an emetic dose 
of ipecac. 

Sedatives and hypnotics are contraindi- 
cated. Once an asthmatic attack is relieved, 
a child will fall asleep rapidly. Opiates of any 
type are especially contraindicated. Every ef- 
fort must be made to force the trapped air out 
of the lungs by using accessory muscles of 
respiration, and depression of the respiratory 
effort by opiates may, therefore, be disastrous. 

Dyspnea and cyanosis may require the use 
of oxygen by catheter, mask or tent. All of 
these devices are disliked and feared by chil- 
dren, but may be required temporarily. Ad- 
ministered intravenously, aminophylline fails 
to relieve children. The fluid intake of young 
children must be maintained, by parenteral 
administration if necessary. During an acute 
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attack of bronchial asthma, a child neither 
sleeps nor eats; therefore, he must not be per- 
mitted to become dehydrated. 

If attacks of asthma are prolonged or do 
not clear up entirely, a liquefier of bronchial 
secretions, such as potassium iodide, is ad- 
ministered until the chest is clear. Antihista- 
minic drugs are of no value in the treatment 
of bronchial asthma. 

In bronchial asthma associated with upper 
respiratory infection, antibiotics and other ap- 
propriate drugs are additional useful meas- 
ures. Here, response to the administration of 
Adrenalin may not be as rapid or as marked 
as in uncomplicated asthma, because of the 
edema and swelling of the bronchial mucosa 
due to the infection. Fog (preferred to steam), 
TRYPTAR® and ALEVAIRE®, by inhalation, are 
useful in patients with thick tenacious mucus 
that does not respond to routine therapy. 

Fortunately, infants rarely develop severe, 
intractable asthma which does not respond to 
symptomatic treatment, allergic management 
and hyposensitization therapy. Thus, indica- 
tions for administering cortisone, hydrocorti- 
sone and ACTH are lacking. 


Severe bronchial asthma in infants some- 
times causes death. It is mandatory to relieve 
the asthma before undertaking such disturb. 
ing and often shocking diagnostic procedures 
as spinal puncture and bronchoscopy. Fluid 
and electrolyte balance should be maintained, 
but intravenous injections of antibiotics and 
other drugs are to be avoided. 


Summary 


Bronchial asthma occurs frequently in al- 
lergic infants. Symptomatic relief of an acute 
attack of bronchial asthma is necessary before 
diagnostic procedures are undertaken. 

An allergic child’s sensitivities are usually 
multiple and due to external allergens. These 
substances are identified by means of skin 
tests, after a careful history and a complete 
physical examination, including x-ray of the 
chest and laboratory tests. 

Carefully planned allergic management and 
specific hyposensitization therapy will control 
bronchial asthma and restore a child to aller- 
gic balance. Failure to adequately control 
bronchial asthma in children will produce 
complications resulting in irreversible changes. 
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GENERAL PRACTICE REVIEW 


Ovarian Tumors 


HERBERT E. SCHMITZ AND JOHN H. ISAACS* 


Stritch School of Medicine of Loyola University, Chicago 


Ir is the intent of this article to consider 
the clinical rather than microscopic aspects 
of ovarian tumors, since we feel that what- 
ever success is to be obtained in their man- 
agement will come from early diagnosis and 
adequate treatment. 

Following Novak’s' classification, tumors 
are divided into cystic and solid, benign and 
malignant. 

Included in the group of non-neoplastic 
tumors are follicle cysts, lutein cysts (which 
include both corpus luteum and corpus albi- 
cans cysts as well as theca lutein cysts), ger- 
minal inclusion cysts, and endometrial cysts. 

The follicle and lutein cysts rarely exceed 
the size of a lemon; their symptoms are not 
characteristic and there is no distinctive ef- 
fect on menstruation. The size of the tumor 
may produce a sensation of pain in the pel- 
vis. Usually they are symptomless and are 
discovered only during routine pelvic exami- 
nation. When found they should be watched. 
If, under close supervision, they are found 
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to enlarge, operation is necessary. If there 
is no growth tendency, in the majority of in- 
stances they will regress spontaneously. 

Corpus luteum cysts are occasionally hem- 
orrhagic. If rupture into the peritoneal cavity 
occurs, hemoperitoneum and alarming shock 
may be the presenting clinical picture. These 
are confused frequently with ruptured ectopic 
pregnancies. If the differential diagnosis can 
be made, an operation will be avoided, since 
ruptured hemorrhagic corpus luteum cysts 
may demand no surgical attention. 








Germinal inclusion cysts are small. They 
are unimportant. They cause no symptoms 
and, therefore, require no treatment. 

Endometrial cysts of the ovaries rarely 
present diagnostic difficulties, since they are 
usually part of the characteristic picture of 
pelvic endometriosis. They should be treated 
in the same way as pelvic endometriosis. 

Of the cystic neoplasms, the cystadenomas 
are the most common. The pseudomucinous 
variety represents approximately 20 to 30 per 
cent of all ovarian neoplasms according to 
Dockerty.* The serous cystadenomas comprise 
about 15 per cent of all ovarian neoplasms 
and usually attract attention because of their 
size. The patient usually presents herself with 
the findings of an abdominal mass. Such rap- 
idly growing tumors may cause destruction of 
ovarian tissue, with resulting menorrhagia, ir- 
regular bleeding or a marked hypomenorrhea. 
The patient complains of heaviness, pressure 
and enlargement of the abdomen. Size and 
consistency of the cysts immediately take them 
out of the realm of the simple cysts, which are 
thin-walled, fluctuant and easily manipulated, 
and place them into the more doughy typical 
pseudomucinous or serous variety. Such cysts 
may attain tremendous size. 

The commonest complications caused by 
pseudomucinous and serous cystadenomas are 
torsion of the pedicle, adhesion to the peri- 
toneum, hemorrhage and rupture. Tumors of 


FIGURE 2. Endometrial ovarian 
cyst removed with uterus and op- 
posite adnexa. 








FIGURE 1. Simple ovarian cyst. 


this size must, of course, be differentiated from 
pregnancy, tuberculous peritonitis, ascites and 
myomas of the uterus. Frequently these tumors 
are so intact within the true pelvis that the 
uterus is pushed out of the pelvis and cannot 
be palpated separately. The tension of the 
pseudomucinous or serous cysts causes the 
feeling of density to be increased, and a diag- 
nosis of myoma or uterine tumor may be made 
by mistake. It is always wise to differentiate 
by sounding the uterus to determine its depth 
and position. Occasionally hysterosalpingog- 
raphy may be necessary to decide the differ- 
ential diagnosis. When we are confronted with 
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FIGURE 3. Serous cystadenoma of ovary. 


any diagnostic pelvic problem, where precise 
palpation is difficult, we should never hesitate 
to examine such patients under anesthesia. 
The treatment of cystadenomas is imme- 
diate operation, because there is no way clini- 
cally to differentiate a malignant from a be- 
nign tumor. The surgical procedure selected 
is extremely important. Too often, because 
of the surgeon’s desire to leave a small scar, 
he makes an inadequate incision, so that while 





August 1955 








being removed, the cyst ruptures and its con- 
tents spill into the peritoneal cavity. Aspira- 
tion is absolutely contraindicated; complete 
exposure is preferred to permit thorough ex- 
ploration and proper treatment without spill- 
age. After removal, the cyst should be opened 
at once. If there are papillary excrescences on 
the inner surface of these cavities and a mi- 
croscopic diagnosis (frozen section diagno- 
sis) is not available, it is far better to perform 
a radical operation. To temporize and later 
learn that the tumor was malignant, and then 
to substitute radiation therapy for further in- 
dicated surgery certainly lowers survival rates. 

Dermoid cysts are smaller than cystade- 
nomas and are often bilateral (approximately 
25 per cent according to Novak'). The ma- 
jority of these tumors occur during the period 
of sexual activity and they comprise approxi- 
mately 5 per cent of all ovarian neoplasms 
according to Blackwell and associates.* The 
symptomatology is not characteristic. Al- 
though hypermenorrhea may occur due to 
the pelvic hyperemia, there may be hypo- 
menorrhea because of the destruction of ova- 
rian tissue. Pressure causes a dull aching 
pain. Major complications, such as torsion 
of the pedicle and spontaneous rupture of 
the cyst, do occur and are of a serious na- 
ture. The contents of a dermoid cyst will pro- 


FIGURE 4. Serous cystadenoma 
opened. Same tumor as seen in 
figure 3. 









c 


FIGURE 5. Uterus and a serous 
cystadenoma with a few papil- 
lary excrescences. 





duce a severe chemical peritonitis. Roent- 
genographic examination will often reveal 
radiopaque embryonal tissue. 


The treatment of dermoid cysts is surgical. 
The true nature of the cyst usually is not 
distinguishable by external examination, but 
on opening it, the sebaceous material is re- 
vealed together with variable quantities of 
hair. The possibility of malignant change (3 
per cent) makes timely intervention impera- 
tive. Careful inspection of the opposite ovary 
must never be forgotten. 

Solid tumors of the ovary produce the 
most distressing end results because they are 
diagnosed late and surgical procedures are 
often inadequate. If we find a hard, firm 
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FIGURE 6. Serous cystadenoma 
twisted on its pedicle. 


mass in the region of the ovary, occasionally 
accompanied by some cystic degeneration 
within the mass (as occurs in certain of these 
tumors), we should not hesitate to perform 
an operation. It is far better to remove a 
benign fibroma or fibromyoma, myoma, or 
other benign tumor, because of the chance 
of associated accident, torsion, interference 
with blood supply, or other complication than 
to leave a misdiagnosed carcinoma. 

The most common type of benign solid 
tumor of the ovary is the fibroma which may 
be accompanied by ascites and pleural effu- 
sion, frequently called Meigs’ syndrome. As- 
cites also may be present with pseudomu- 
cinous cystadenomas. When ascites is found, 
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it does not contraindicate exploration. Fi- 
bromas represent about 5 per cent of all 
surgically removed ovarian tumors, accord- 
ing to Dockerty and Masson." Clinically, these 
tumors do not manifest themselves until after 


the climacterium; the commonest complaint 
is the presence of a tumor. The treatment is 
surgical. 

The Brenner tumor is relatively rare; less 
than 300 cases have been reported in the 
world’s literature. The lesion affects women 
of all ages but is most common in postmeno- 





FiGURE 8. Dermoid cyst opened. 
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pausal women. The tumor is considered totally 
benign. 

Other benign solid tumors which are ex- 
tremely rare include the following: papillo- 
ma, fibroadenoma, angioma, lymphangioma, 
chondroma, osteoma, and the adrenal tumor 
(masculinovoblastoma). The only one which 
requires additional comment is the adrenal 
tumor since, systemically, it produces the 
signs and symptoms which characterize Cush- 
ing’s syndrome. All of these tumors are 
diagnosed at the operating table or by the 


FIGURE 7. Dermoid cyst of ovary— 
unopened. 










FIGURE 10. Fibroma of ova- 
ry cut open, showing areas 
of cystic degeneration 
same case as figure 9. 
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FIGURE 9. Fibroma of ovary. 








FIGURE 11. Bilateral granu- 
losa cell tumor of the 
ovary. 
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FIGURE 12. Papillary adenocarci- 
noma of ovary. In addition, sar- 
comatous changes were found in 
a uterine leiomyoma. 











FIGURE 13. Bilateral adenocarci- 
noma of the ovary. 





FIGURE 14, Bilateral lymphosar- 
coma of ovary. 





August 1955 








FIGURE 15. Metastatic ovarian tumor from primary focus 
in breast. 


pathologist, since their exact nature cannot 
be determined before surgery. 

Fortunately most ovarian tumors are be- 
nign. In our series they occurred in about 
72.4 per cent of the cases;° 
cases involved malignant tumors. Carcinoma 
of the ovary ranks next in frequency to vari- 
ous forms of uterine cancer. Ovarian car- 
cinom¢s comprise a variety of solid carcino- 
mas, cystic pseudomucinous and serous 
adenocarcinomas and dysontogenetic tumors. 
We will consider the last group later. Tera- 
tomas, sarcomas and melanomas are ovarian 
malignancies which occur less frequently 
than carcinoma. 

Two disheartening facts regarding ovarian 
carcinoma are: (1) The five year survival 
rate has not improved substantially, and (2) 
the onset of the disease is so insidious that 
the patient usually presents herself in a late 
stage of the disease. 

In reviewing our cases® (143 in all), we 
found that the majority of patients mentioned 
abdominal swelling as their first indication 
of difficulty, and many complained of an ab- 
dominal mass. An ovarian neoplasm large 
enough to produce recognizable swelling of 
the abdomen has usually filled out the true 
pelvis and, if palpable by the patient, is ap- 
proximately three or four months in gesta- 
tional size. Such lesions, even if growing rap- 
idly, must have been present from three to 


the remaining 
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FIGURE 16. Metastatic ovarian tumor from primary focus 
in large bowel. 


six months to reach such dimensions. Men- 
strual irregularity and postmenopausal bleed- 
ing do occur and are, for the most part, the 
result of pelvic hyperemia due to the size of 
the neoplasm and not to hormonal influences. 

Unfortunately, only 23 per cent of our pa- 
tients sought medical advice within one month 
of the onset of the symptoms, and 10 per cent 
delayed as long as two years. One possible 
conclusion is that the symptoms as a rule ap- 
pear late in the disease and cannot be relied 
on to warn the patient or the physician of 
the neoplasm at the time when treatment 


TABLE 1 


ScHMITz CLASSIFICATION OF MALIGNANT 
OvarRIAN TUMORS 





GROUP DESCRIPTION 








I Tumor completely operable, affecting only one 
ovary; not adherent and not extending to sur- 
rounding tissue. 


II Tumor completely operable, affecting the ova- 
ries unilaterally or bilaterally; may be adher- 
ent to or extend into the surrounding tissues. 


Tumor completely inoperable, though partially 
removable; extension into adjacent tissues. 





IV Extensive tumor, invasive and producing metas- 
tases. In this group are placed those cases in 
which only an exploratory operation or biopsy 
can be performed. 





V Tumors inoperable and terminal. ; 
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would be most effective. Frequent and thor- 
ough examination of all patients is the only 
way to discover these tumors early. 

Our over-all five year survival rate was 
20.3 per cent but in the earlier cases the 
survival rate was higher. 

To help us evaluate prognosis we classify 
our ovarian malignancies according to the 
Schmitz classification as shown in table 1. 

Based on this classification our over-all re- 
sults can be seen in table 2. 

The treatment of ovarian carcinoma is defi- 
nitely surgical. If the tumor is fixed, adher- 
ent to the peritoneum, or adherent to the 
structures within the pelvis, preoperative ir- 
radiation often frees the tumor, causing the 
associated inflammatory reaction to subside. 
When the tumor again becomes movable, com- 
plete removal is indicated. We must realize, 
however, that when we irradiate an ovarian 


























TABLE 2 
OvaRIAN CARCINOMA: Five YEAR SURVIVALS® 

GROUP | TOTAL CASES pacntrwey PER CENT 
1 | «© Tn ne 
i | « | 9 | 36 
it - wa | $s | 34 — 
Ww itl} 6 | 4 | 6s | 
ee 3 0CUd|t (it 0 

Total | 143 29 20.3 
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FIGURE 17. Same tumor as shown 
in figure 16—opened. 





tumor of any size, or a tumor containing 
serous or mucinous material, we deflect the 
beam of irradiation and do not obtain the 
desired irradiation effect within the center 
portion of the tumor. Frequently, tumors that 
have been irradiated and have regressed will, 
within a very short time, resume activity and 
growth. Therefore, if there is regression, this 
is the time for surgical intervention, if feasible. 

Again, the extent of surgery in ovarian 
carcinoma has often been inadequate and is 
a factor in the poor recovery rates. Procrasti- 
nation after the tumor has been found, or 
perhaps unilateral oophorectomy, because the 
true malignant character of the tumor is not 
recognized, and then hesitancy to do an ade- 
quate operation later certainly add to the 
poor salvage rates. Irradiation is instituted 
with the hope that further surgical proce- 
dures will be avoided. This situation can be 
seen in statistical analyses by comparing 
cases which have had proper primary treat- 
ment with those that have been inadequately 
treated and require secondary measures. 

If the diagnosis of malignancy is made, 
even though the tumor is freely movable, not 
attached to the peritoneum or other viscera, 
and no lymph nodes are palpated in the 
pelvis, one should still completely remove 
the uterus, the cervix and the opposite ad- 
nexa. Thorough glandular dissection of the 
lymphatics within the true pelvis also is in- 
dicated. The recent work by Eichner and 
Bove’ on the lymphatic drainage of the hu- 
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man ovary certainly substantiates this view- 
point. We also feel that removal of the en- 
tire omentum is indicated because of the 
high recurrence rate of these tumors within 
the omentum where it has, in all probability, 
only touched the tumor. 

If there is a question as to diagnosis, we 
may bring the patient to the operating room 
where, under local infiltration anesthesia, we 
can make a small incision to permit the es- 
cape of ascitic fluid and then explore in all 
directions with the finger to see whether there 
is peritoneal infiltration or adhesions. If there 
is peritoneal involvement, the incision is en- 
larged to permit a complete exploratory pro- 
cedure. Often a complete surgical operation 
can be done. Such surgical removal of tumors 
and additional proper therapy in apparently 
hopeless cases have helped patients survive 
over a five year period, In fact, our policy has 
been to extirpate as much of the diseased tis- 
sue as possible and to follow with x-ray ther- 
apy. In‘ this manner obstruction is avoided 
and remnants are more likely to be destroyed 
(or at least their growth temporarily arrested ) 
by irradiation. 

Although all authorities do not recommend 
postoperative irradiation, we feel that it is 
of value. We certainly do not harm the pa- 
tient, even though we may inconvenience her. 
Properly administered irradiation should cause 
a low percentage of bladder and bowel com- 
plications, and because some of these tumors 
are extremely radiosensitive, the patient should 
receive the benefit of thorough external ir- 
radiation postoperatively. We attempt to de- 
liver a tumor dose of 4500 to 5000 r. 

Before leaving the question of ovarian car- 
cinoma, we should at least mention the rare 
carcinoma of the fallopian tube which is fre- 
quently misdiagnosed as ovarian in origin. 
It is mostly a rapidly growing, highly malig- 
nant adenocarcinoma. Serosanguineous dis- 
charge is the only symptom in the early 
stages. The mass is found lateral to the uterus, 
or adherent to it, so that the diagnosis is 
frequently benign salpingitis, hydrosalpinx, 
hematosalpinx or ovarian tumor. The diag- 
nosis of this rare tumor is usually made by 
the pathologist. An adnexal mass is removed, 
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the tube is not opened, the proliferation of the 
adenocarcinoma cannot be visualized, and, not 
infrequently, the treatment is not thorough, 

Operation is mandatory for sarcomas, ter. 
atomas and melanomas. Their exact nature js 
determined at the operating table or by the 
pathologist. The same thorough pelvic surgery 
is required for these tumors as for carcinomas, 
The value of postoperative irradiation in these 
cases is questionable, and each case must be 
individualized. 

Of the functioning ovarian tumors the dys- 
germinoma is included but has actually no 
hormonal output. It is commonly found in 
younger women and girls, and is often asso- 
ciated with cases which involve underdevel- 
oped sex organs or in pseudohermaphrodites. 
Granulosa cell carcinomas, thecomas and 
luteomas as a rule produce estrogen, and 
the symptoms depend on the age of the af- 
fected individual—-sexual precocity in the 
young; menstrual irregularities ranging from 
profuse menometrorrhagia to amenorrhea dur- 
ing the childbearing age; and a rejuvenation 
of the sex organs in the postmenopausal wom- 
an. If any of these tumors are found in young 
women, conservative treatment with preserva- 
tion of the opposite ovary and uterus is indi- 
cated in spite of the tumors’ malignant tenden- 
cies. Numerous cases so treated in which there 
have been no recurrences over a period of 
time have been reported in the literature. But 
certainly, if these tumors are found in older 
persons (40 years or over), surgery should be 
radical because there is then no indication for 
preserving the uterus or opposite ovary. 

Some studies have suggested a high inci- 
dence of endometrial carcinoma associated 
with feminizing tumors of the ovary, but an 
extensive survey by Emge* casts considerable 
doubt on this theory. 

Arrhenoblastomas usually occur in younger 
women. The manifestations of defeminization, 
which occur first, and the superimposed symp- 
toms of masculinization should help with the 
diagnosis. Most physicians feel that hormonal 
studies are of little value in establishing a 
diagnosis. When the patient is young, the 
treatment should be conservative. The recom- 
mended procedure is to remove the ovary 


POSTGRADUATE MEDICINE 











bearing the tumor and to preserve the oppo- 
site ovary. 

A metastatic tumor of the ovary must al- 
ways be considered in the differential diag- 
nosis of an adnexal mass. Some of these tu- 
mors reach tremendous size and cause more 
distressing symptoms than the primary lesion. 
If the patient’s condition is satisfactory, and 
if the primary lesion is apparently under con- 
trol, palliative surgery is indicated. We have 
had patients who were relieved for many 
months by the removal of large abdominal 
metastatic tumors. 

As for ovarian tumors encountered during 
pregnancy, any of the tumors mentioned may 
occur during pregnancy, although cystic tu- 
mors (dermoids and simple cysts) are more 
common. The same criteria followed for the 
nonpregnant woman must also be adhered to 
during pregnancy. If a tumor is discovered 
during the first trimester and surgery seems 
indicated, then the most ideal time is during 
the early months of the middle trimester. 
Solid tumors, although not as common as the 
cystic variety during pregnancy, are more 
dangerous, since torsion of the pedicle, infare- 
tion and tumor previa occur more easily. An 
ovarian tumor discovered during labor or 
shortly before, if not impinging on the birth 
canal, should be excised electively post partum. 

In summary, we may say that a working 
classification of ovarian tumors must be at our 
fingertips if we are to manage them proper- 
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Universttry oF Minnesota, MINNEAPOLIS: Continuation 
course in office psychotherapy in psychosomatic prob- 
lems September 7-9 at Douglas Lodge, Itasca State 
Park, under the direction of Dr. Donald W. Hastings. 
Professor and Head, Department of Psychiatry and 
Neurology. 


Continuation course in pediatrics for pediatricians, Sep- 
tember 21-22, at the Mayo Memorial Auditorium, under 
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ly. Frequent pelvic examinations of all patients 
under our care is essential for the early diag- 
nosis of ovarian malignancy. Small simple 
cysts may be treated expectantly and will often 
disappear. Neoplastic cysts require surgical in- 
tervention, the extent of operation depending 
on the findings when the abdomen is opened. 
Malignant tumors demand extensive pelvic sur- 
gery, with removal of the uterus, tubes, ova- 
ries, pelvic lymph nodes and omentum. Post- 
operative irradiation is of value even in those 
cases in which complete removal of the tumor 
is not feasible. Only in young women who 
have freely movable, functioning ovarian tu- 
mors should conservative surgery for malig- 
nant tumors of the ovaries be done. Pregnancy 
per se should not impose a barrier to the 
proper management of ovarian neoplasms. 
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morial, University of Minnesota Medical School, Minne- 
apolis 14. 












Diagnosis and Management of 





Pigmented Nevi 


JEFF DAVIS 
Pack Medical Group, New York 


ALrHoucn common growths, pigmented nevi are in general frequently mis- 
diagnosed. They may be confused with numerous other skin conditions by those unfamiliar 
with cutaneous neoplasms. Of 551 lesions clinically diagnosed as nevi at Michael Reese Hos- 
pital, Swerdlow found only 61 per cent to be confirmed by a microscopic examination.’ 
Conditions with which nevi were confused more frequently in this series were: seborrheic 
keratoses, squamous cell and basal cell carcinoma, pigmented neurofibroma, hemangioma 
of various types, papilloma and verrucae, and in six cases melanoma was misdiagnosed as a 


benign nevus. 


Correct clinical diagnosis may be more accurately encountered where the clinician is 
familiar with dermatologic conditions. In a series of 649 lesions diagnosed microscopically 
as nevi, Becker reports that 87 per cent had been correctly diagnosed as nevi.* In this same 
report, however, of 76 specimens that had been diagnosed clinically as melanoma, only 59 


or 51 per cent had been correctly diagnosed; 25 per cent of the melanomas had been diag- 


nosed clinically as pigmented nevi. 
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Under older nomenclature a “nevus” indicated a “mark” as may be inferred from the 
Latin root from which the name was originally derived. The term nevus has been employed 
to describe any one of a number of circumscribed congenital deformities, including tumors 
of vascular origin, to which the English formerly restricted the term entirely. However, as 
more information has become available through the correlation of the microscopic study of 
cutaneous growths with their clinical data, the pigmented nevus gradually evolved as a defi- 
nite clinical entity, separate and distinct from other cutaneous growths or marks containing 
color or pigment such as the vascular nevi, which are now designated under the classifica- 


tion of angiomas. 


Since various growths previously placed in this catchall of nevi can now be classified 
and distinguished more accurately, it has been suggested by Becker and others, and to my 
way of thinking rightly so, that the term pigmented nevi is no longer tenable and should 
be discarded. 


There are many apparent criticisms to Becker’s suggestion of classifying pigmented 


° 


nevi as “benign melanomas,” since all pigmented nevi are not even potential melanomas. 
Yet nevi do have characteristics of benign neoplasms, a general classification for these cuta- 


neous lesions with which I would concur. 


Undoubtedly, sometime in the future when their origin has been more definitely agreed 
on, they will be called by a more appropriate term. Becker has further suggested discontinu- 
ing the use of the ambiguous terms “nevus” and “nevoid” to designate a disturbance of de- 


velopment and offers the substitution of the term “prenatal.” 


The name pigmented nevus is a generic term applicable to pigmented growths com- 
posed of neval or melanoblastic cells. It is an all-inclusive term which includes several dif- 
ferent types of pigmentary growths. In itself the name affords no clue as to pathologic differ- 
entiations. Thus the contemporary clinical and pathologic conception of nevi includes the 


“common mole” as well as the juvenile melanoma in its classification. 


The distinguishing differential characteristics of nevi are outlined and pertinent facts 
about these growths are summarized, with indications for their removal and method of treat- 


ment in a form suitable for practical application to everyday practice. 






















Dermal nevus which was 
excised because of evi- 
dent increase in size. 





Benign type of dermal ne- 
vus, but removed because 
of peripheral pigment 
which may indicate activ- 
ity at times. This can only 
be determined by micro- 
scopic examination. 








Benign linear nevus. Plas- 
tic repair is necessary for 
cosmetic reasons. Excision 
and graft comprise treat- 
ment of choice. 
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Multiple junction nevi on 
back of a child. Removal 
is not necessary unless tu- 
mors show some evidence 
of change, or they are 
located in an area of like- 
ly trauma. 








Dermal nevus present in 
belt line. On removal, mi- 
croscopic examination re- 
vealed a junctional ele- 
ment present. 





Junction nevus in this loca- 
tion on the foot is always 
excised. 
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CLINICAL FEATURES OF NEVI AND THEIR 
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TYPE OF NEVUS COLOR MORPHOLOGY HAIR SITES 
Flesh to dark Smooth or Hair often Often seen about 
INTRADERMAL brown papillomatous present the face; all parts 
IEVUS or verrucous of skin may be 
( Mole) involved 
Light to dark Usually smooth Almost always Occurs on any 
brown and almost | and flat hairless; there are | part of the skin; 
JUNCTION black rare exceptions palmar, plantar, 
NEVUS penile, scrotal 
nevi are usually 
junction nevi 
Resembles the Resembles the Usually hairless | No definite 
intradermal or intradermal or or may predilection 
COMPOUND the junction the junction spontaneously 
NEVUS nevus nevus lose its hair 
Brown to blue- —_| Smooth, flator —_| Usually hairless | Buttocks, dorsa 
BLUE NEVUS black (color due | slightly elevated | of hands and feet 
to depth and | and face are 
(Jadassohn Tieche) _ the abundance | common locations 
of melanin ) 
Purple to red, Elevated; always | Hairless Any area of the 
PREPUBITAL » black, blue or shows evidence of skin; head and 
“y dark brown increased growth face particularly 
MELANOMA | 
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RELATION TO DEVELOPMENT OF MELANOMA 





HISTOLOGY 


TIME OF | 
APPEARANCE | 


Cells entirely within 


More frequent after 
| the dermis 


puberty 


Develops at any time _| Cells are in the 


of life | epidermis most 

| prominently at the 
| junction of the 

| epidermis with the 
| dermis 

Much more common in | Combines both an 
| intradermal and a 


| junctional element 


adolescence; dermal 
nevi lose their 
junctional component 


At any age; most often | 
in adults | shaped cells lying 


| deep in the cutis 


| 
| 


Prior to puberty; on 
occasion present in 
adults 


| characteristic giant 
| 


| | 
Made up of spindle- | Rare 


| 
| 
roe 
| 
| 


Compound nevus with | Rare 


INCIDENCE 
MELANOMA 


| CHANGE TO 
| 


| Never becomes a 
| melanoma 


| This is the so-called 
“common mole” 


| 
| 





Frequently seen on all | This is the precursor 

| types of skin of the melanoma when 
| Pe 

| it occurs 

| 


| One in ten melanomas 


| arise from compound 
nevi 


98% of dermal nevi 
of children and 12% 

of those of adults are 
| compound nevi 


| A benign nevus; rare 
instances of 

| melanotic change 

| _ have been reported 


| Potentially capable of 
| _ changing to melanoma 
| after onset of puberty 
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SOME PERTINENT FACTS ABOUT NEVI 


















RACE AND COMPLEXION 


Nevi are rare in Negroes and more frequent in blondes with sandy complexion. 


INCIDENCE 


The average individual has 20 moles. 


REGIONAL DISTRIBUTION 

Distribution of pigment (melanin) of the skin does not necessarily corre- 
spond with regional localization of nevi or melanomas. 

In the skin of the trunk and upper extremities, there is an almost identical 
correlation between the evidence of nevi and the occurrence of melanomas. 

On the soles of the feet where there is the greatest scarcity of pigmentation 


(melanin), melanomas are frequently found. 


ORIGIN 


Most recent investigations support the theory that nevi are derivatives of 
the peripheral nervous system. 
Melanomas arise from nevi (junctional), but not from the common mole 


(intradermal nevi). 


DE NOVO ORIGIN 


Nevi are probably all congenital. Those pigmented growths appearing later 





in life were very likely present, but remained invisible for a varying period of 4 
time before becoming clinically detectable (so-called “acquired nevi”). 
Examination of the skin of most individuals with the Wood’s lamp (black 


ultraviolet) shows deposits of melanin, many of which may be precursors of nevi. 
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HEREDITY 


Clinical observations of nevi in humans and experimental studies of pig- 


mentation in animals indicate that there is very likely a hereditary factor involved. 


ENDOCRINE INFLUENCE 





The changes brought about in nevi and melanomas by onset of pregnancy 
and puberty and by the administration of the corticosteroid compounds (ACTH 
and cortisone) add evidence that these pigmentary growths are affected by hor- 
monal stimuli. 

Both nevi and melanomas are extraordinarily sensitive to hormonal stimula- 
tion, presumably of pituitary, adrenal and ovarian origin. The process is appar- 
ently not reversible, because ovarian castration, testosterone inhibition, pituitary 


irradiation and other hormonal-depressant measures have been ineffectual. 


PUBERTY 


INFLUENCE OF PUBERTY 


At puberty pre-existing moles will frequently become larger, darker and 
more elevated. 

Numerous nevi may appear at puberty that had not been apparent during 
childhood. 

It is believed that these moles were already present, but not visible until 


influenced by the endocrine changes associated with the onset of puberty. 


JUVENILE MELANOMAS 


These are smooth, darkly pigmented, bluish, black, dark brown or reddish 


purple nevi appearing in children before the onset of puberty that resemble 
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melanomas on histologic examination, but do not show the clinical behavior of 
















true melanoma. 

Juvenile melanomas do not metastasize or cause death, but have the potential 
of becoming a true melanoma after the onset of puberty. 

True melanoma in a child before the onset of puberty is so rare as to be 
almost nonexistent. 

Lives of many young adults will be saved if all nevi in children have prophy- 
lactic excision and pathologic examination to determine the presence of true 
melanoma when a nevus demonstrates: 

1. Clinical signs of change, especially evidence of increased activity or 

growth. 


2. Deepening or excessive pigmentation. 


PREGNANCY 





INFLUENCE OF PREGNANCY 
Increased pigmentation of nevi during pregnancy accompanies other pig- 
mentary changes of the face, nipples and abdomen that occur at this time. 
Pregnancy exerts an unfavorable influence on pigmented growths before, 
during and after gestation. During this period a benign nevus may become trans- 


formed to a malignant melanoma. 


DANGER SIGNS IN A NEVUS THAT MAY INDICATE A CHANGE TO MELANOMA 





1. Increased pigmentation 3. Inflammatory reaction in or about a mole 
2. Increase in size or contour 1. Ulceration, bleeding or crusting 


5. Pain or discomfort of the mole 
A mole evidencing any one of these changes should be surgically excised 


immediately and examined pathologically. 
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DANGEROUS FALLACY 


That “A pigmented nevus should never be removed unless it bothers a pa- 
tient” is a dangerous fallacy. 

If a pigmented nevus is completely removed, it never recurs as a melanoma. 

The local recurrence of a melanotic tumor after conservative removal of a 
supposed benign nevus indicates that the original tumor was already malignant, 


but unrecognized as such at the time of removal. 


TRAUMA 


It is doubtful if a single traumatic insult to a benign nevus can result in 
malignant change. 

Nevi subject to repeated trauma should be removed. 

The histologic type of a nevus is a more important factor in determining the 
possible conversion of a benign mole to a malignant melanoma than is accident 


or injury. 


GENERAL RULES FOR MANAGEMENT OF NEVI 





INDICATIONS FOR PROPHYLACTIC REMOVAL 


1. When a nevus on any portion of the skin is subject to repeated trauma. 


2. When a nevus shows any evidence of change, and particularly if there is: 
a. Increased pigmentation — c. Inflammatory reaction in or about the nevus 
b. Increase in size or d. Ulceration, bleeding, crusting (late signs) 
contour e. Pain or discomfort 


3. All nevi on the genitals, hands, feet and mucous membranes should be removed. 

1. All nevi that are any shade of blue or black should be removed. 

5. Changes that occur in nevi that have appeared late in life should arouse spe- 
cial suspicion. 

6. Decision as to removal should not be made because hair in a nevus is present 


or absent. In general, hairy nevi are not the pathologic variety which give rise 


to melanomas, but this is not an invariable rule. 








7. Juvenile melanomas usually appear quite benign. Increase in size or deepening 



























in pigmentation may be the only clinical sign of their character. Therefore, 
any nevus in a preadolescent child that demonstrates such changes should be 


surgically excised. 


TREATMENT OF NEVI 





1. Surgical excision under local anesthesia is the appropriate treatment. 

2. Nevi, like melanomas, are radioresistant; therefore, x-ray or radium is never 
employed for their treatment. 

3. Partial biopsy is never indicated in lesions small enough to be removed en- 
tirely at the time of the surgical procedure. 

4. The excision should be wide enough to accomplish complete removal of all 
pigment-containing cells both in the depth and at the border of the lesion. 


5. Electrodesiccation or cryotherapy of nevi is hazardous because: 


je) 


. Biopsy specimen is usually not made available. 


_ 


». Removal by electrodesiccation may be too superficial, al- 
lowing some neval cells of the tumor to remain. 

c. If a portion of a nevus remains after electrodesiccation, 

this partial procedure may be followed by rapid regrowth. 

6. In fairness to the patient, all specimens should have the benefit of a pathologic 


examination regardless of the clinical diagnosis. 


7. Whenever feasible, all patients having a surgical excision of a nevus of any 
type should have the wound re-examined after a reasonable interval for evi- 


dence of residual pigmentation or development of keloid formation. 
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PERNICIOUS ANEMIA 


Tue condition called pernicious anemia is 
known in England as addisonian anemia and 
has occasionally been called primary ane- 
mia, essential anemia and idiopathic anemia 
as well as Biermer’s anemia. Anton Biermer 
was a German physician who described per- 
nicious anemia in 1872 and was apparently 
the first to observe retinal hemorrhages in this 
disease. The name of Thomas Addison is of 
course much better known for his understand- 
ing of the condition called Addison’s disease 
which is due to conditions affecting the supra- 
renal capsules. In 1837 Addison was associ- 
ated at Guy’s Hospital, London, with Richard 
Bright who apparently also had a special in- 
terest in the peculiar anemia which did not 
respond to treatment with iron and which was 
at that time of wholly unknown causation. 
Pernicious anemia, since it is no longer 
considered to be either essential or idiopathic 
anemia, is now described as a condition due 
to a deficiency of a maturation principle de- 
rived in part from food (the extrinsic factor ) 
and in part from the pyloric and duodenal 
mucosa (the intrinsic factor) and stored in 
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the liver (liver principle). The gradual steps 
that have led to successful control of per- 
nicious anemia have been brilliantly described 
recently by Sir Lionel Whitby’ in the Addi- 
son Centenary Memorial Lecture which was 
delivered at Guy’s Hospital Medical School 
on March 23, 1955. Such centenary lectures 
have added greatly to the literature of medi- 
cine; notable examples are the centenary of 
Richard Bright and those of Laénnec and 
William Harvey and Maimonides celebrated 
in recent years. 

In 1855 when Addison published his clas- 
sic monograph on the conditions affecting the 
suprarenal glands, now known as Addison’s 
disease, he wrote a few brief paragraphs on an 
idiopathic anemia. For many years the condi- 
tion was thought to be associated with “ner- 
vous shock,” and of psychosomatic origin. 
From time to time pathologists added infor- 
mation on the disease by describing lesions, 
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particularly of the stomach, which were asso- 
ciated with it. The correct interpretation of 
these observations failed, however, to come 
to the minds of those who were concerned 
with the condition. William Hunter, a physi- 
cian at Charing Cross Hospital who wrote of 
the condition in 1901, and others thought the 
condition was associated with an infection. 
For years the condition was treated with Fow- 
ler’s solution of arsenic, a technic which had 
been introduced by Bramwell in 1877. At- 
tempts were made to treat the condition by 
diet, including particularly the avoidance of 
proteins, and attempts were made to treat it 
with antistreptococcus serum. In 1923 Arthur 
Hurst, of England, recognized the relationship 
of complete achlorhydria to pernicious ane- 
mia, but he held that the anemia and changes 
in the nervous system were both toxic in 
origin. Krumbhaar in 1916 suggested splenec- 
tomy, which was practiced by many surgeons, 
and transfusions were also used but with only 
a temporary effect. 

The award of the Nobel Prize in 1934 to 
Whipple, Minor and Murphy was a recogni- 
tion of their magnificent thinking and re- 
search which provided the solution to per- 
nicious anemia. As early as 1918 George 
Whipple initiated a series of fundamental 
studies on the ability of different foods to ef- 
fect regeneration of hemoglobin in dogs that 
had been exsanguinated. A series of papers 
recorded the meticulous investigations and 
led to early recognition of the great signifi- 
cance of certain substances in the formation 
of red blood cells and the serious effects on 
the blood of an absence of these substances. 
In 1926 Minot and Murphy, stimulated by 
the work of Whipple, tested diets containing 
an abundance of liver and muscle meat on 
the regeneration of blood. From that time on- 
ward progress has been rapid. 

In the treatment of pernicious anemia, the 
sequence has followed from liver itself to the 
use of oral and parenteral extracts of liver, 
both crude and refined, to folic acid, folinic 
acid and vitamin B,.. Moreover, the knowl- 
edge gained about pernicious anemia has led 
to more intensive study and to better under- 
standing of other forms of anemia. As Sir 
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Lionel Whitby said, “The concept of addi- 
sonian anemia has been greatly extended so 
that it is now regarded as generalized celly- 
lar disease, and not simply as a dyshemato- 
poietic anemia with neurotrophic complica- 
tions.” He also emphasizes that Minot and 
Murphy made a great contribution not only 
in trying the effects of liver but also in having 
had the foresight or instinct or courage to give 
it in sufficient amounts—half-pound or more 
of raw or lightly cooked liver a day for life. 
He suggests indeed that there should be a 
suitable plaque to record the fortitude and 
faith of the first 45 patients whom they treated 
and who endured this nauseating treatment 
and thus gave this great boon to mankind. 
Moreover, Minot’s technic for estimating the 
response to treatment by means of the re- 
ticulocyte count is in itself a most significant 
contribution. 

To the work of William B. Castle, who 
showed the relationship between normal hemo- 
poiesis, the diet, gastric secretion and liver 
function, Sir Lionel attaches the greatest sig- 
nificance. Basically this work indicated that 
certain stomach secretions were essential for 
fundamental nutrition and invalidated the 
routine treatment that had prevailed for 25 
years. Dr. Edwin J. Cohn and his associates 
at Harvard University introduced the first 
refined and highly potent liver extract for 
parenteral injection. Other investigators in- 
cluding Sturgis and Isaacs established the 
fact that the stomach of the hog contains a 
substance active in the treatment of pernicious 
anemia. This is a substance now regarded as 
the intrinsic factor and it can be used to bring 
about absorption of vitamin B,, from the 
stomach. Then came the isolation of folic 
acid and of vitamin B,. so that today per- 
nicious anemia, including the neurologic com- 
plications, is known to be caused essentially 
by a deficiency of vitamin B,, whereas most 
of the megaloblastic anemias of similar types 
are caused by a deficiency of both folic acid 
and vitamin B,» or, as suggested by Sir Lionel, 
in some cases by a deficiency of folic acid 
alone. Most recent studies have revealed that 
folic acid fails to prevent or cure the nervous 
lesions associated with pernicious anemia. In- 
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deed, excessive administration seems to pre- 
cipitate neurologic complications in advanced 
and untreated cases of the disease by immo- 
bilizing rapidly any traces of vitamin By,» in 
the tissues. Especially significant is the rather 
infinitesimal dose of vitamin B,, or cyanoco- 
balamin which is effective; it is measured in 
micrograms. Of course, the addition of iron 
and of thyroid extract to the treatment yields 
a most complete and comprehensive result. 
From his long experience Sir Lionel con- 
tributes a number of important clinical sug- 
gestions. The dosage of vitamin B,., whether 
as such or as liver extract, should be increased 
in the aged or the arteriosclerotic or in those 
who develop infections. Of course, infections 
should be controlled and septic foci should be 
removed. Seldom is a single deficiency the 
whole picture in any patient and many of 
these patients require not only regular courses 
of iron or thyroid extract but also vitamin C. 
Those with neurotrophic disturbances are im- 
proved by large doses of the complete vita- 
min B complex which Sir Lionel finds effec- 
tive in relieving such symptoms of deficiency 
as glossitis. The optimum dosage differs from 
patient to patient. With all cases of pernicious 
anemia, constant hematologic and clinical 
supervision is necessary. Some patients be- 
come sensitive to ingredients of certain forms 
of treatment and substitutes may be required. 
Sir Lionel has observed the difficulties of 
determining the exact mechanisms by which 
these substances have their effects in _per- 
nicious anemia. He suggests that all of the 
substances mentioned “‘are concerned in the 
formation of nucleic acid which is essential 
for hemopoiesis. The synthesis of nucleic acid 
is thought to be brought about by a ‘chain re- 
action’ in which, in the first stage, folic acid, 
probably first converted to folinic acid, exer- 
cises a coenzyme function in the formation, 
from uracil and other simple substances, of 
purines and pyrimidines (such as thymine). 
In the second stage, vitamin B,, is thought 
to act as the coenzyme for the conversion of 
pyrimidines to nucleosides (such as thymi- 
dine) which are available for the formation 
of nucleotides, and so of nucleic acid. On this 
theory a deficiency in either folic acid or 
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vitamin B,. may cause a breakdown in nucleic 
acid metabolism.” 

This paragraph is an indication of the ex- 
tent to which current advances in biochemis- 
try have contributed to the understanding and 


treatment of a formerly obscure condition. 
MORRIS FISHBEIN 


1. Wauitsy; Lione.: The evolution of the treatment of addisonian 
anaemia. Brit. M. J. 1:1401-1406 (June 11) 1955. 


HEALTH CAREERS 


Tue National Health Council recently pub- 
lished a health career guidebook with the 
Equitable Life Assurance Society. The guide- 
book includes 160 pages and many illustra- 
tions; it covers 156 different occupations in 
all kinds of health services, from hospital 
maintenance to creative scientific research. 
The guidebook is being distributed to stu- 
dents in the nation’s 29,000 secondary schools 
and junior colleges. 

The 156 health career opportunities include 
22 different jobs in the administration of 
health services, such as hospital administra- 
tors, health agency executives and workers in 
public health departments; 25 positions in the 
basic sciences related to health; chiropodists; 
a variety of dental occupations, including 12 
different specialties, such as dental assistants, 
hygienists, laboratory technicians; six occupa- 
tions in dietetic and nutritional services; two 
in environmental health services; three in 
food and drug protection services; two in 
health education; six in health information, 
such as writers, editors, artists and photogra- 
phers; two in health statistics; one in medical 
library science; 21 in the medical profession 
which include general practice and the special- 
ties; two in medical record keeping; two in 
medical office services; six in medical tech- 
nology; 15 in nursing and related patient 
services, such as practical nurses, ward clerks, 
orderlies and a variety of specialized thera- 
pists; two jobs in occupational health services 
and two in occupational therapy; three in op- 
tometry, opticianry and orthoptics; two in or- 
thopedic and prosthetic appliance work; one 
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in osteopathy; three in pharmacy; one in 
physical therapy; four in psychology; one in 
radioactive isotope work; two in social work; 
three in speech and hearing therapy; two in 
veterinary medicine; one in vocational reha- 
bilitation counseling and one in x-ray equip- 
ment operation. 

Obviously the occupations could be broken 
down into many more than 156 because the 
medical specialties themselves break down 
into minute divisions. Surgery alone can in- 
clude general surgery, plastic surgery, cardio- 
vascular surgery, orthopedic surgery, thoracic 
surgery, genitourinary surgery and industrial 
surgery. Fortunately the compilers of the 
guide decided to omit such extraordinary oc- 
cupations in the health field as chiropractic, 
naturopathy, naprapathy and other bizarre 
groups which are far afield from the science of 
medicine. 

The “Health Careers Guide” is a useful 
book. Copies can be obtained by writing 
to Health Careers, Box 1400, New York 1. 
New York. 


MORRIS FISHBEIN 


RELATIONSHIP OF RHEUMATOID 
ARTHRITIS TO COLD 


Piysicians are supposed to offer scientific 
evidence and well-established opinion on the 
witness stand. Frequently juries which hear 
such evidence bring in decisions which reflect 
instead long-held beliefs and superstitions. 

A Scotch teacher had her classroom in a 
place which had formerly been a kitchen, bad- 
ly heated and ventilated. The temperature 
averaged 52° F. and was as low as 42° F. in 
winter. School regulations required a mini- 
mum of 56° F. but the room never reached 
that temperature. Usually in winter, teacher 


and pupils wore their overcoats. During her 
two and one-half years of service in this room 
the teacher’s health gradually deteriorated, 
She brought an action against the city of Glas- 
gow claiming her rheumatoid arthritis resulted 
from the unsatisfactory conditions in which 
she worked. A number of expert witnesses 
were called. Dr. Dudley Hart, of Harley Street, 
said that cold and damp had no relevance to 
causing rheumatoid arthritis. Dr. J. P. Currie, 
of Glasgow, a member of the Empire Rheu- 
matism Council, characterized as fallacious 
the belief that cold and damp were normally 
associated with rheumatism in general. Dr. 
Currie did not think that living in a damp 
house or sleeping in a damp bed would be a 
positive factor in causing rheumatoid arthri- 
tis. He had not found a high incidence of the 
condition among refrigeration plant workers 
and “fishmongers and butchers were appar- 
ently immune.” Furthermore, rheumatoid ar- 
thritis is a common disease in such places as 
Arizona, Spain and Switzerland. Then, sum- 
ming up for the jury, Lord Walker said that 
before they could find for the teacher they 
must be satisfied that (1) the room was ac- 
tually cold, damp and poorly ventilated dur- 
ing the time she worked there; (2) these con- 
ditions caused or aggravated the rheumatoid 
arthritis; (3) the Glasgow Corporation ought 
reasonably to have anticipated that rheuma- 
toid arthritis was likely to occur if she was 
exposed to the conditions in the room. 

Notwithstanding the evidence of the ex- 
perts the jury voted seven to five to give the 
teacher £2000 damages or $5600. A legal 
aphorism says: “Jurors are the judges of 
fact,” but sometimes when scientific evidence 
is disregarded one thinks of Mark Twain’s 
comment: “The jury system puts a ban upon 
intelligence and honesty, and a premium upon 
ignorance, stupidity and perjury.” 

MORRIS FISHBEIN 
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“Stubborn and hard-to-manage” not 





only describes the disposition of the 
patient but the character of the spasm 


and tension that makes him that way. 


In many conditions characterized by spasm, irritability and 
tenseness, ““Sedatives and antispasmodics play a very important part 


in control of excessive emotional and parasympathetic stimuli...’ 


For completely adequate antispasmodic-sedative 
action—without risk of cumulation or develop- 


ment of tolerance to the sedative component— 
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Butibel may be given at suitable intervals without fear of overlapping 


—combines an antispasmodic 
and a sedative with approxi- 
mately equal durations of action. 


sedative action or inadequate antispasmodic effect. The danger of accumu- 
lation and development of tolerance associated with the use of the long- 
acting barbiturates at frequent intervals” is avoided with Butibel. 

Butibel combines the desirable actions of the ‘‘intermediate’”’ daytime 
sedative—Butisol® Sodium—and the natural alkaloids of belladonna 
(classic smooth muscle relaxant). Each tablet or 5 cc. (one teaspoonful) 
of Butibel represents: Butisol Sodium 10 mg. (% gr.), Ext. Belladonna 
l5 mg. (4 gr.) 


Tablets: 100s and 1000s; Elixir: pints and gallons. 


1. Donovan, E. J.: Diagnosis and Treatment of the Irritable Colon Syn- 
drome, Rocky Mountain M. J. 50:952 (Dec.) 1953. 


2. Butler, T. C., Mahaffee, C. and Waddell, W. J.: Phenobarbital: Studies 
of Elimination, Accumulation, Tolerance, and Dosage Schedules, J. 
Pharmacol. & Exper. Therap. 111:425 (Aug.) 1954. 

3. Shideman, F. E.: Sedatives and Hypnoties II: Barbiturates, in Drill, 

. A.: Pharmacology in Medicine, New York, McGraw-Hill Book 
Company, Inc., 1954, p. 14/10. 
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> PROLONGED AND 
PERPLEXING FEVERS 


By Chester S. Keefer, M.D., Wade Professor of 
Vedicine, and Samuel E, Leard, M.D., Instruc- 
tor in Medicine, Boston University School of 
Medicine, Boston. 248 pages. 1955, Little, Brown 
& Company, Boston and Toronto. $5.50. 


The subject of normal variation of body tem- 
perature and fever caused by infectious and non- 
infectious diseases is covered rather completely 
in this book. The authors have dealt principally 
with disorders in which fever persists for two 
weeks or longer, with particular emphasis on 
disorders in which the etiology of the fever re- 
mains obscure for long periods of time. 

In order to prepare the reader for a more 
thorough understanding in the evaluation of 
fever, the normal variation of body temperature 
and the diagnostic procedure involved in evalu- 
ating fever are presented and illustrated with 
typical case histories. The authors emphasize the 
fact that there are many patients whose body 
temperatures fluctuate above and below 98.6° F. 
and who have no coexisting disease, hence the 
importance of recognizing these situations to 
avoid unnecessary examinations and restrictions. 

Of all the infections that cause prolonged 
fever, pulmonary tuberculosis is stated to be the 
Tuberculosis elsewhere in the 
body is also a major item to be considered. Of 
the local septic infections causing prolonged 
fever, bacterial endocarditis is stated to be the 
commonest. Other diseases high in the list are 
abscesses of the liver and subphrenic spaces, 


most common. 


urinary tract infections. pelvic abscesses and 
appendicitis. 

Nonseptic infections likely to cause prolonged 
fever are rheumatic fever. 


brucellosis. enteric 


ookman 


fever and malaria. Relatively uncommon causes 
of prolonged infectious fever discussed are my- 
cotic, parasitic, bacterial, leptospiral and trepo- 
nemal infections. 

Some of the noninfectious conditions causing 
fever are presented, including malignancies of 
various organs, Hodgkin’s disease and lymphoma. 
Prolonged fever is stated to be a common occur- 
rence in diseases of the blood-forming organs. 

Throughout the book the various topics are 
arranged in the order of importance and fre- 
quency of occurrence. 


> CURRENT THERAPY 1955 


Edited by Howard F. Conn, M.D. 12 contribu- 
tors. 692 pages. 1955, W. B. Saunders Company, 
Philadelphia. $11.00. 


As in previous years, the new edition of “Cur- 
rent Therapy” contains material on the latest 
methods of medical treatment. A number of the 
contributors are new to this edition and many 
minor changes, too numerous to list here, have 
been made in the directions for treating various 
conditions. The present edition is 204 pages 
shorter than the 1954 volume. This commenda- 
able reduction in the size of the text has been 
effected by decreasing the space allotted to many 
of the topics and by omitting the discussion of 
dengue, yellow fever, yaws and several other 
diseases that was included in the previous edi- 
tion. In general, the plans of treatment recom- 
mended by the various contributors are excellent 
and make this book a valuable aid to the prac- 
ticing physician. 


(Continued on page A-94) 
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> FORCEPS DELIVERIES 


By Edward H, Dennen, M.D., Professor of Ob- 


stetrics and Gynecology, New York Polyclinic 
Vedical School and Hospital, New York, 228 
pages with 91 illustrations, 1955, F. A. Davis 


Company, Philadelphia, $6.50. 


The style of presentation, clarity of thought 


and excellence of illustration which characterize 


this book are reminiscent of Beck’s classic text- 


book of obstetrics. Those who were first: intro- 
duced to the practice of obstetrics through Beck's 
writings will be highly pleased by Dennen’s text- 
book on forceps deliveries. 

The old adage, “Learn how to use one type of 
forceps and use it well,” is deprecated by Pro- 
fessor Dennen. The various types of forceps best 
suited to expedite application and traction under 
particular conditions are thoroughly discussed. 
The chapters dealing with Kielland, Barton and 
Piper forceps are outstanding, and give simpli- 
fied instructions for using these instruments for 
those who seldom have occasion to utilize them. 
This work definitely deserves a place in the li- 
brary of both the obstetric specialist and student. 


R. ALS. 








WHILE YOU 
Message. You wife walled - phe aud thithin 


> PRACTICAL 
PROBLEMS 


By lan Donald, M.D., Regius Professor of Mid. 
wifery, University of Glasgow, Scotland. 578 
pages with 29 illustrations, 1955, The Year Book 
Publishers, Inc., Chicago. $9.50. 


OBSTETRIC 


In his book on obstetric problems Professor 
Donald has stated, “There is a place for a book 
of a practical sort which would appeal to the 
clinician who lives in the rough and tumble of it 
all, as well as to aspirants for additional diplo- 
read- 
able as a detective yarn and yet replete with in- 


mas in the subject.” This is such a book. 
formation based on the latest clinical experience. 
No obstetric problem has been omitted. The 
author's use of many references not generally 
read in this country increases interest and broad- 
ens the reader's outlook. Ancillary subjects are 
discussed by specialists in these fields. 

For the practitioner who wishes to review the 
modern management of obstetric problems with- 


out subjection to the usual dull textbook ap- 
proach, this volume is heartily recommended. 
R. A. S. 
(Continued on page A-96) 








WERE OUT 





ek jel back fone The counley. Vaud Catmtlol 





wala bladiug for 


portion wy and mpc beled. 





tincliewed arilaling iLching almoil immediatly 





Time4; 70 


B.D. 








TELEPHONED 


PLEASE CALL | | 


WILL CALL AGAIN | 




















"(i cauminen 











et ome 





l% oz. tubes 


and | Ib. jars 


the non-sensitizing antipruritic 


She. Leeming G& CaSnc 155 East 44th Street, New York 17, N. Y. 


A-94 


POSTGRADUATE MEDICINE 
































e 
Wt ov Take ¢ ee with Vi-Penta® Drops 


it's easy. Mothers find they blend 
readily with the formula, milk, 

or juice, and youngsters often 

like them ‘straight’. Either way, 
just 0.6 ce daily provides 
ample A, C, D, and B 
vitamins (including Bg) 
and the dating on 

the package insures 
full potency. 

Hoffmann - La Roche Inc 


Nutley 10 ° N. J 











August 1955 


> THE PHARMACOLOGICAL BASIS 
OF THERAPEUTICS 


By Louis 8S. Goodman, M.D., Professor of Phar- 
macology, University of Utah College of Medi- 
cine, Salt Lake City, and Alfred Gilman, Ph.D., 
Professor of Pharmacology, College of Physi- 
cians & Surgeons, Columbia University, Neu 
York, Ed. 2. 1,831 pages, illustrated, 1955, The 
Macmillan Company, New York, $17.50. 


The first reaction of pharmacologists, physi- 
cians and medical students is, “At last the sec- 
ond edition is here.” The tremendous response 
to the first edition of this standard text led to 
its being reprinted some 40 times during the 14 
year interval between the two editions. 

The second edition is substantially a new book. 
Every chapter has been subjected to continual 
revision until November L954 when the authors 
had to stop in order to get the book on the press. 
The clinical approach to pharmacology is main- 
tained. This edition contains 50 per cent more 
material than the previous one did, including 
recent developments in hormones, chemotherapy 
and enzymes. Radioactive isotopes are included 
and their applications suggested. 

The book consists of 75 chapters dealing with 
general principles, depressants and stimulants of 
the central nervous system, local anesthetics, 
drugs acting on the autonomic system, renal and 
uterine functions, blood and blood-forming or- 
gans. It considers electrolytes, gases and vapors, 
heavy metals, antiseptics and disinfectants, and 
then hormones and vitamins. Brief consideration 
is given to prescription writing and to toxicology, 
although both of these fields have been applied 
throughout the text. Each chapter is an entity, 
giving source, history, chemistry and pharmaco- 
dynamics, including specific effects on the ner- 
vous and muscular systems and gastrointestinal 
tract and organs, and discussing metabolisms, 
tolerance, toxicology of the preparations and 
methods of administration. 

The book is amply illustrated by 89 figures 
and 74 tables. As in the previous edition, more 
attention has been directed to alkaloids, glyco- 
sides and active principles than to crude drugs. 
The teamwork of the clinician with the labora- 
tory worker has produced a well-balanced refer- 
ence text. It is interesting to note that Rauwolfia 
and its derivatives are presented, showing the 
current status of the text. 


The book is well organized for reference pur- 
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poses, being the type of text that is bought by the 
student and retained for reference when he goes 
into practice. It is indexed by drugs and also by 
disease which is very helpful. This should serve 
to aid in evaluating the 350,000 drugs, more or 
less, which have been, and may now be, used jn 
therapeutics and to train students and_practi- 
tioners to be receptive to the extensions of or 
improvements in new drugs as they may be of.- 
fered. The authors have done a fine job and it 
is hoped that the interval before publication of 
the third edition will be less than that between 
the second and the first. 
s, . Ek, 


> THE COAGULATION OF BLOOD: 
METHODS OF STUDY 


Edited by Leandro M. Tocantins, M.D., Projes- 
sor of Clinical and Experimental Medicine: 
Director, Charlotte Drake Cardeza Foundation, 
Jefferson Medical College, Philadelphia, with 18 
contributors, 240 pages. 1955, Grune & Stratton, 
Inc., New York and London. $5.75, 


This panel discussion on the coagulation of 
blood, edited by Dr. Tocantins, is a valuable 
contribution for every physician and technolo- 
gist in the field of medicine. It deals with the 
methodology and various aspects of coagulation. 

In the technic of the various tests of immuno- 
hematology, it is important that the preparation 
of glassware and reagents, as well as the blood 
processing, should conform to a_ standardized 
procedure. The clotting time of whole blood, clot 
retraction and the study of blood platelets are 
reviewed in detail. There is a discussion on plas- 
ma and thromboplastin and the various technics 
designed for prothrombin determination. The 
more recent studies on the various methods of 
estimating accelerator globulin and a method of 
assaying cothromboplastin in plasma or serum 
are also discussed. Many phases of coagulation 
of blood are outlined, particularly the question 
of fibrinolysin and the coagulants in the blood 
and plasma. 

This book will be exceedingly beneficial in 
keeping various specialists in medicine. as well 
as research workers interested in the study of 
blood, abreast with the recent developments in 
the field of blood coagulation. 


Continued on page A-98) 
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& ANTIBIOTICS ANNUAL 1954-1955 
Proceedings of the Second Annual 


Symposium on Antibiotics 


Edited by Henry Welch, Ph.D., Director, Divi- 
sion of Antibiotics, Food and Drug Administra- 
tion, U.S, Department of Health, Education and 
Welfare, and Felix Marti-lbanez, M.D., Interna- 
tional Editor of Antibiotics & Chemotherapy. 
1,150 pages, illustrated. 1955, Medical Encyclo- 
pedia, Inc., New York. $10.00. 


At the second annual symposium on antibi- 
olics over 250 investigators presented 172 re- 
ports covering current developments in more 
than 60 clinical conditions. The “Annual” con- 
tains a complete record of the material pre- 
sented, including a brief history of the develop- 
ment of antibiotic therapy, followed by detailed, 
illustrated reports on the chemistry, pharmacol- 
ogy, pharmacy and clinical usage of the previ- 
ously known antibiotics. Supplementing these ex- 
panded data, a total of 14 new antibiotics were 
reported, They are flagecidin, PA-105, pleomy- 
cin, fungichromin, fungichromatin, spiramycin, 
elamycin, puromycin, griseoviridin, viridogrisein, 
celesticetin, actinomycin C, actinomycin D and 
fungicidin. 

New areas of usefulness for antibiotics were 
disclosed and confirmation of known therapeu- 
tic applications was extended to include evidence 
on synergism. Evidence was submitted showing 
that coadministration of the proper antibiotic 
with corticoids frequently produces rapid clinical 
improvement with lessened systemic toxicity. The 
proper use of a high calorie, high protein, high 
potassium and low sodium diet improves the re- 
sponse to antibiotic-hormone combinations. The 
safe use of antibiotics was stressed throughout the 
symposium with the recommendation that medi- 
cal teaching at the undergraduate as well as the 
postgraduate level should emphasize: (1) the 
need to eliminate indiscriminate or incorrect use 
of these drugs: (2) the fact that self-medication 
is dangerous; and (3) that warnings of possible 
toxic reactions should be placed on the labels of 
containers for antibiotics. 

Each contribution to this volume is complete 
in itself. The laboratory or clinical application of 
one or more antibiotics serves to introduce new 
data. Each section includes a summary followed 
by pertinent bibliographic references and is il- 
lustrated by tables and charts when applicable. 
A rather brief eight page subject and author in- 
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dex for the entire volume appears to be adequate 
for ready reference. 
J.C. M. 


> REACTIONS WITH 
DRUG THERAPY 


By Harry L. Alexander, M.D., Emeritus Profes- 
sor of Clinical Medicine, Washington University 
Medical School, St. Louis. 301 pages with 33 il- 
lustrations. 1955, W. B. Saunders Company, 


Philadelphia and London, $7.50. 


Students have studied the principal effects of 
drugs for years; in this connection, the side ef- 
fects have been considered briefly and reluctant- 
ly. One book about them was published in Ger- 
many many years ago; another was published in 
Holland two years ago. Dr. Alexander has sur- 
veyed the world literature and condensed the in- 
formation on this subject into 18 chapters. He 
points out that over 350,000 substances have 
been employed as drugs: drugs produce a wide 
variety of lesions, particularly on the skin; and 
almost any drug may produce some untoward 
effects on somebody, sometime, some place. 

The mechanism of allergic development and 
desensitization and the types of dermatologic re- 
actions are clearly depicted. The development of 
blood dyscrasias, serum sickness, shock, bronchial 
asthma, hepatitis and other systemic effects are 
described. The various classes of drugs, chemo- 
therapeutic preparations, antibiotics, antituber- 
culotic agents, antiarthritics, drugs used in car- 
diovascular disorders, the enormous number of 
sedative drugs, antithyroid products and the an- 
tihistamines are considered in detail. Hormone 
and organ extracts, vitamins, serums, vaccines. 
plant products, local anesthetics and a variety of 
miscellaneous reactors are also discussed. Each 
chapter is complete, carrying its own references 
to the literature. Whenever possible, a brief case 
report is presented indicating dose response and 
effects produced. 

This book should prove of great value in con- 
nection with the proper and safe use of drugs in 
the practice of medicine. A 16 page index great- 
ly facilitates use of the text. The suggestion 
seems in order that the various references would 
be more helpful to students using this as a refer- 
ence text if they were arranged alphabetically 
rather than in order of appearance in the text. 

s. Cc. Mi. 
(Continued on page A-100) 
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> ATLAS DER HAUT- UND 
GESCHLECHTSKRANKHEITEN 


By Walter Frieboes, University of Berlin, and 
Walter Schonfeld, University of Heidelberg, Ger- 
many. Ed. 2. 292 pages with 469 illustrations. 
1955, Georg Thieme Verlag, Stuttgart, Germany. 
$28.10. 


This new atlas on dermatology and syphilolo- 
gy, written in German, will be helpful to students 
of dermatology as well as to general practition- 
ers. | would highly recommend that it be trans- 
lated into English. 

Pertinent up-to-date facts on the treatment of 
each disease are discussed briefly in the section 
on dermatology. The color plates are clear and 
representative of many skin disorders, with the 
illustrations on eczema being particularly good. 

The section on the various venereal diseases, 
including syphilis, lymphopathia venereum and 
other similar disorders, such as diphtheric vul- 
vitis, is well covered by illustrations and discus- 
sion. It should be particularly valuable to students 
of dermatology, who may some day discover a 
few tertiary lesions in their own practice which 
they could easily overlook because of a limited 
knowledge due to a lack of demonstrable cases 
during their training. 

The third section is a very brief discussion of 
lesions of the mucous membranes of the mouth, 
tongue, urethra and vulval areas. This is the most 
neglected portion of the atlas and would be well 
worth another volume. 

J. H. L. 


> 1955 MEDICAL PROGRESS 
Edited by Morris Fishbein, M.D., Clinical Assist- 


ant Professor of Medicine, University of Illinois 
College of Medicine, Chicago. 346 pages. 1955, 
McGraw-Hill Book Company, New York. $5.00. 


The “1955 Medical Progress” is a brief re- 
view of the recent developments in various fields 
of medicine, written by a number of contribu- 
tors, each an authority in his field. As in the 
previous edition, the text is divided into 20 chap- 
ters. There are chapters on gastroenterology, sur- 
gery, obstetrics, cardiovascular diseases, psy- 
chiatry, allergy, rheumatic diseases, nutrition, 
dermatology, ophthalmology, orthopedic surgery, 
infectious diseases, physical medicine, endo- 
crinology, new drugs, general medicine, and ear, 


nose and throat conditions. New to this edition 
are chapters on diabetes, chest diseases and liver 
disease. Urology, rehabilitation medicine and 
medical psychology, which were discussed in the 
previous edition, have been omitted in the 1955 
publication. 

“Medical Progress” affords an excellent chance 
for review of progress that is being made in 
fields other than one’s own. Because of the limi- 
tation of space, no one subject is discussed in 
detail, but a complete bibliography at the end of 
each chapter allows the interested reader to pur- 
sue further his special interests. 

R. V. R. 


Books received will be acknowledged in this 
department each month. As space permits, books 
of principal interest to our readers will be reviewed 
more extensively. 


Bickham-Callander Surgery of the Alimentary 
Tract. By Richard T. Shackelford, M.D., Assistant Pro- 
fessor of Surgery, assisted by Hammond J. Dugan, 
M.D., Assistant in Surgery, Johns Hopkins University 
School of Medicine, Baltimore. Vols. 1, 2 and 3. 2,575 
pages with 1,705 illustrations. 1955, W. B. Saunders 
Company, Philadelphia and London. $60.00. 


The Year Book of Endocrinology (1954-1955 Year 
Book Series). Edited by Gilbert S. Gordan, M.D., Assist- 
ant Professor of Medicine, University of California 
School of Medicine, San Francisco. 392 pages, illustrated. 
1955, The Year Book Publishers, Inc., Chicago. $6.00. 


Clues in the Diagnosis and Treatment of Heart 
Disease. By Paul D. White, M.D., Consultant in Medi- 
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